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EXHI BI T J

OFFER GUARANTEE CALCULATI ON WORKSHEET

HLI :

COLUMN ( A) (B) (C) ( 0 ) ( E) ( F) (G) (H)
HAXQ UNI T DESQ MINQ TOTAL DLI BOND PRODUCT

ROW ( 0 0 0 / b b ls ) PRI CE DLI ( 0 0 0 / b b ls) ( 0 0 0 / b b ls) PRI CE FACTOR ( $ )
(000/ $)

1 $ $ x50
2 $ x50
3 $ $ xSO
4 $ $ x50
5 $ $ x50
6 $ x50
7 $ x50
8 $ $ x50
9 x50

10 $ $ x50
11 $ x50

T o t a l

1 .  U sin g  a  se p a r a t e  w o rk sh eet  f o r  each  HLI  o f f e r e d  a g a in s t ,  f rom  t h e  SPR Sa le s  O f f e r  Fo r n ,  e n t e r  t h e  NL1 
Maximum q u a n t i t y  o f f e r e d  on  ( e x p r e sse d  in  t h o u san d s o f  b a r r e ls )  i n  Column ( A ) ,  Row 1 .

2 .  S t a r t in g  w i t h  t h e  h ig h e s t  OLI  u n i t  p r i c e  o f f e r e d  on  t h e  HLI  f rom  t h e  SPR Sa le s  O f f e r  Form (and  t h e  h ig h e st  
p r e f e r e n c e  i f  t h e  u n i t  p r i c e s  o f  tw o o r  more OLI s a r e  t h e  sam e)  e n t e r  t h e  u n i t  p r i c e  i n  Row 1 ,  Colum n ( 8 ) ;  
t h e  OLI  l e t t e r  i n  Row 1 ,  Colum n ( C) ;  t h e  OLI  d e s i r e d  q u a n t i t y  i s  Row 1 ,  Colum n ( 0 )  ( i n  t h ou san d s o f  
b a r r e ls )  and t h e  minimum q u a n t i t y  i n  Row 1 ,  Column ( E ) .  ( Th e minimum q u a n t i t y  i s  e i t h e r  t h e  Govern m en t 's 
minimum c o n t r a c t  q u a n t i t y ,  i f  t h e  o f f e r  in d ic a t e s  t h e  o f f e r o r  w i l l  a cce p t  as l i t t l e  a s t h a t  am ount , o r  t h e  
d e s i r e d  q u a n t i t y ,  i f  t h e  o f f e r o r  in d ic a t e s  he w i l l  a cce p t  no le s s  t h an  t h a t  am ount . See in s t r u c t io n s  f o r  
t h e  SPR Sa le s  O f f e r  Fo rm .)

3 . I f  e i t h e r  t h e  d e s i r e d  q u a n t i t y  i n  Colum n ( D ) ,  o r  t h e  minimum q u a n t i t y  i n  Colum n ( E)  exceed s t h e  maximum
q u a n t i t y  in  Colum n ( A ) ,  you  h ave made an  e r r o r  e i t h e r  on  t h i s  fo rm  o r  t h e  o f f e r  fo rm  and sh o u ld  rech eck
y o u r  f ig u r e s .

4 .  M u l t i p l y  t h e  p r i c e  in  Row 1 ,  Colum n ( B)  t im e s t h e  d e s i r e d  q u a n t i t y  in  Column (D)  ( a s ex p ressed  in  
t h o u san d s)  and e n t e r  t h e  t o t a l  DLI  p r i c e  in  Column ( F ) .

5 .  H u l t i p l y  t h e  t o t a l  DLI  p r i c e  in  Colum n ( F)  t im e s t h e  f a c t o r  in  Column (G)  and e n t e r  t h e  p r o d u ct  in  Column 
( H ) .  The f a c t o r  i s  5X o f  1000.

6 .  Su b t r a c t  t h e  DLI  d e s i r e d  q u a n t i t y  i n  Row 1 ,  Column (D)  f rom  t h e  maximum q u a n t i t y  in  Row 1 , Column ( A) .
En t e r  t h e  r e s u l t  i n  Row 2 ,  Colum n ( A ) ,  i f  t h e  r e s u l t  i s  ze r o ,  go  t o  s t e p  11.

7 .  ' En t e r  t h e  n ex t  h ig h e s t  u n i t  p r i c e  f o r  t h e  HLI  f rom  t h e  o f f e r  fo rm  in  Row 2 ,  Colum n ( B ) .  En t e r  t h e  DLI
l e t t e r ,  d e s i r e d  q u a n t i t y ,  and  m inim um  q u a n t i t y  in  t h e i r  r e s p e c t iv e  co lu m n s.  I f  t h e r e  i s  a maximum q u a n t i t y
r em a in in g  i n  Row 2 ,  Colum n ( A ) ,  b u t  no more DLI  o f f e r s ,  o r  t h e  minimum q u a n t i t y  in  Row 2 ,  Column (E)
ex ceed s t h e  maximum q u a n t i t y ,  y ou  may h ave made an  e r r o r  and sh o u ld  rech eck  y o u r  f ig u r e s .

8 .  H u l t i p l y  t h e  le s s e r  o f  t h e  r e m a in in g  maximum q u a n t i t y  in  Column ( A)  ( even  i f  t h i s  q u a n t i t y  i s  le s s  t h an
MI NQ), o r  t h e  d e s i r e d  q u a n t i t y  i n  Column (D)  t im e s t h e  u n i t  p r i c e  and e n t e r  t h e  r e s u l t i n g  t o t a l  DLI  p r ic e
in  Colum n ( F ) .

9 .  H u l t i p l y  Colum n ( F)  t im e s t h e  f a c t o r  i n  Colum n (G)  and  e n t e r  t h e  p r o d u c t  in  Colum n ( H ) .

1C. Repeat  s t e p s  6 - 9  f o r  t h e  n e x t  h ig h e r  u n i t  p r i c e  u n t i l  t h e  maximum q u a n t i t y  r em a in in g  i s  ze r o ,  t h en  go t o
s t e p  11.

11 . Sum t h e  am ounts i n  Colum n (H)  and  e n t e r  t h e  t o t a l  i n  Row 8 ,  Co lum n ( H ) .  Sum t h i s  amount  f o r  a l l  t h e  
w o r k sh e e t s,  i f  t h e  sum o f  a l l  t h e  w o r k sh ee t s i s  le s s  t h an  $ 1 0 ,OCX),0 0 0 ,  e n t e r  t h e  sum in  t h e  * p a c «  
o f f e r  bond on  t h e  SPR Sa le s  O f f e r  Form . I f  t h e  sum ex ceed s $ 1 0 ,0 0 0 ,0 0 0 ,  t h en  e n t e r  $ 1 0 ,0 0 0 ,0 0 0  on t h e
o f f e r  fo rm .  Send w i t h  t h e  o f f e r  o r  w i r e  c o n c u r r e n t ly  t o  t h e  U .S.  T r e a su r y  ( r e f e r  t o  in s t r u c t io n s  in  t h e
N o t ic e  o f  Sa le )  an  o f f e r  g u a r a n t e e  in  t h e  am ount  in d ic a t e d  on  t h e  o f f e r  fo rm .  These w o rk sh eet s need n o t  
be su b m it t e d  w i t h  t h e  o f f e r  and sh o u ld  be r e t a in e d  f o r  y o u r  f i l e s .

[FR D oc. 92-18574  Filed 1 2 - 1 0 -9 2 ; 8:45 am]
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DEPARTMENT OF TH E I NTERI OR 

Fish and W ildlife Service

50 CFR Part 32 

FIN 1018-AA71

Refuge-Specific Hunting and Fishing  
Regulations

AGENCY: Fish and W ildlife Service, 
Interior.
ACTI ON: Proposed Rule.

SUMMARY: The Fish and W ildlife Service 
(Service) proposes to amend certain 
regulations that pertain to migratory 
game bird hunting, upland game 
hunting, big game hunting and sport 
fishing on individual national wildlife 
refuges. Refuge hunting and fishing 
programs are reviewed annually to 
determine whether the individual refuge 
regulations governing these programs 
should be modified, deleted or have 
additions made to them. Changing 
environmental conditions, State and 
Federal regulations, and other factors 
affecting wildlife populations and 
habitat may warrant modifications to 
insure the continued compatibility of 
hunting and fishing with the purposes 
for which the individual refuges were 
established. M odifications are designed, 
to the extent practical, to make refuge 
hunting and fishing programs consistent 
with State regulations. In addition, these 
refuge-specific regulations are 
consistent with the proposed new  
format which reorganizes all hunting 
and fishing regulations under one part 
as proposed in another document 
published in the Federal Register on 
N ovember 25,1992.
DATES: Comments must be received on 
or before D ecember 28,1992.  See 
SUPPLEMENTARY INFORMATION below for 
discussion of comment periods. 
ADDRESSES: A ddress comments to: 
A ssistant D irector—Refuges and 
W ildlife, U.S. Fish and W ildlife Service, 
1849 C Street, N W ., M S 670 ARLSQ, 
W ashington, DC 20240; Telephone (703) 
358-2043.
FOR FURTHER I NFORMATI ON CONTACT: 
Duncan L. Brown, D ivision of Refuges, 
U.S. Fish and W ildlife Service, 1849 C 
Street N W ., M S 670 ARLSQ, 
W ashington, DC 20240; Telephone (703) 
358-2043.
SUPPLEMENTARY I NFORMATION: 50 CFR 
part 32 contains provisions governing 
hunting and fishing on national wildlife 
refuges. Hunting and fishing are 
regulated on refuges to (1) insure 
compatibility with refuge purposes, (2) 
properly manage the wildlife resource,
(3) protect other refuge values and (4)

insure refuge user safety. On many 
refuges, the Service policy of adopting 
State hunting regulations is adequate in 
meeting these objectives. On other 
refuges, it is necessary to supplement 
State regulations with more restrictive 
Federal regulations to insure that the 
Service meets its management 
responsibilities, as outlined under the 
section entitled “‘Conformance with 
Statutory and Regulatory A uthorities.” 
Refuge-specific hunting and fishing 
regulations may be issued only after a 
wildlife refuge is opened to migratory 
game bird hunting, upland game 
hunting, big game hunting or sport 
fishing through publication in the 
Federal Register. These regulations may 
list the wildlife species that may be 
hunted or are subject to sport fishing, 
seasons, bag lim its, methods of hunting 
or fishing, descriptions of open areas, 
and other provisions as appropriate. 
Previously issued refuge-specific 
regulations for hunting and fishing are 
contained in 50 CFR part 32. M any of 
the proposed amendments to these 
sections are being promulgated to 
standardize and clarify the existing 
language of these regulations.

The policy of the D epartment of the 
Interior is, whenever practicable, to 
afford the public an opportunity to 
participate in the rulemaking process. It 
is, therefore, the purpose of this 
proposed rulemaking to seek public 
input regarding these proposed 
amendments. Special circum stances in 
the reformatting of the hunting and 
fishing regulations as proposed to be 
revised at 57 FR 55686 on N ovember 25, 
1992, limit the amount of time that the 
Service can allow for public comment. 
A ccordingly, interested persons may 
submit written comments to the 
A ssistant D irector, Refuges and W ildlife 
(ADDRESSES above) by the end of the 
comment period. A ll substantive 
comments regarding content or format 
will be considered by the D epartment 
prior to issuance of a final rule.

Conformance W ith Statutory and 
Regulatory A uthorities

The N ational W ildlife Refuge System 
A dministration A ct (NW RSAA) of 1966, 
as amended (16 U.S.C. 668dd), and the 
Refuge Recreation A ct of 1962 (16 
U.S.C. 460k) govern the administration 
and public use of national wildlife 
refuges. Specifically, section 4(d)(1)(A ) 
of die NW RSAA authorizes the 
Secretary of the Interior to permit the 
use of any area within the Refuge 
System for any purpose, including but 
not limited to, hunting, fishing and 
public recreation, accommodations and 
access, when he determines that such

uses are compatible with the major 
purpose(s) for which the area was 
established.

The Refuge Recreation A ct authorizes 
the Secretary to administer areas within 
the Refuge System for public recreation 
as an appropriate incidental or 
secondary use only to the extent that it 
is practicable and not inconsistent with 
the primary purpose(s) for which the 
areas were established. The Refuge 
Recreation A ct also authorizes the 
Secretary to issue regulations to carry 
out the purposes of the A ct. Hunting 
and sport fishing plans are developed 
for each refuge prior to opening it to 
hunting or fishing. In many cases, 
refuge-specific hunting and fishing 
regulations are included in the hunting 
and sport fishing plans to ensure the 
compatibility of the hunting and sport 
fishing programs with the purp o ses for 
which tne refuge was established. Initial 
compliance with the NWRSAA and 
Refuge Recreation A ct is ensu red  when 
hunting and sport fishing plans are 
developed, and the determinations 
required by these acts are made prior to 
the addition of refuges to the lists of 
areas open to hunting and fishing in SO 

CFR. Continued compliance is  ensured 
by annual review of hunting and  sport 
fishing programs and reg u latio ns.

Economic Effect

Executive O rder 12291 requires the 

preparation of regulatory impact 

analyses for major rules. A  major rule is 

one likely to result in an annual effect 
on the economy of $100 m illio n or 
more; or a major increase in costs or 
prices for consumers, ind ivid ual 
industries, government agencies or 
geographic regions. The Regulatory 
Flexibility A ct of 1980 (5 U.S.C. 601 et
seq.)  further requires-the preparation
flexibility analyses for rules that will 
have a significant effect on a substantial 
number of small entities, which include | 
small businesses, organizations or 
governmental jurisdictions.

The proposed amendments to the 
codified refuge-specific hunting and 
fishing regulations would make 
relatively minor adjustments to existing 
hunting programs. The regulations are 
not expected to have any gross 
economic effect and will not cause an 
increase in costs or prices for 
consumers, individual industries, 
Federal, State, or local governments, 
agencies, or geographic regions. The 
benefits accruing to the public are 
expected to exceed by a large margi 
costs of administering this rule.
A ccordingly, the Department of the 
Interior has determined that this ^

proposed rule is not a “major rule 
within the meaning of E . 0 . 12291 an
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' would not h ave a significan t eco n o m ic 
effect on  a  su b stan tial n u m b er o f  sm all  
entities w ithin  th e  m ean in g  o f  th e  
Regulatory Flexib ility  A ct.

Paperwork Reduction A ct

The inform ation co llectio n  
requirem ents for p art 3 2  e re  fo u n d  in  5 0  
O il  part 2 5  an d  h av e  b een  ap p ro v ed  b y  
the O ffice o f  M an agem ent an d  Bud get 
under 4 4  U .S .C . 3 5 0 1  etseq. and  
assigned clearan ce  n u m b er 1 0 1 8 - 0 0 1 4 .  
The inform ation is  b eing  co l lected  to  
assist th e S erv ice in  ad m in isterin g  th ese  
programs in  acco rd an ce  w ith  statu to ry  
authorities w h ich  req u ire th at 
recreational u ses b e co m p atib le w ith  th e  
primary p u rp oses f o r w h ich  th e areas  
were estab lished . T h e inform ation  
requested in th e ap p licatio n  fo rm  is 
required to  o b tain  a b en ef it.

th e  p ub lic rep o rtin g  b u rd en  fo r th e  
application form  i s  estim ated  to  averag e 
six (6) m inutes p e r resp o n se, inclu d in g  
time for review ing in stru ctio n s, 
gathering an d  m ain tain in g  d ata, and  
completing the form . D irect co m m en ts  
on the b urden estim ate o r an y  o th er, 
aspect o f  this form  to  th e S erv ice  
Information C o llectio n  C learan ce  
Officer, U .S . Fish  an d  W ild life S erv ice, 
1849 C Street N W „  M S  2 2 4  A R LS Q , 
W ashington, D C 2 0 2 4 0 ;  an d  th e  O f fice 
of M anagem ent an d  Bu d g et, Pap erw o rk  
Reduction Pro ject (1 0 1 8 - 0 0 1 4 ) ,  
W ashington, D C 2 0 5 0 3 .

Environmental Considerations

Com pliance w ith  th e N ation al  
Environm ental Po l icy  A ct o f  1 9 6 9  
(NEPA) (42 U .S .C . 4 3 3 2 (C )) an d  the  
Endangered S p ecies A ct o f  1 9 7 3  (1 6  
U.S.C. 1531—1 5 4 3 ) is  en su red  w h en  
hunting and  sp o rt f ish in g  p lan s m o  
developed, an d  th e  d eterm in atio n s  
required b y th ese acts  are  m ad e p rio r to  
the addition o f  refu ges to  th e l ists o f  
fimas open to  h u n tin g  an d  fish in g  in  5 0  
Q T y Refuge-specif ic h u n tin g  an d  
fishing regulations are  su b ject to  a  
categorical exclu sio n  from  th e  N EPA  
process if  th ey  d o  n o t sig n if ican tly  alter 
toe m asting u se o f  a p articu lar n atio n al  
^ udlife refuge. T h e  ch an g es p ro p o sed  
in this rulem aking w o u ld  n o t 
substantially altar th e  existin g  u ses o f  

e refuges involv ed . In fo rm atio n  
wjgardmg hun tin g  an d  fish ing  p erm its  
“no m e co n d ition s th at ap p ly  to  

™ f ual refuge h u n ts, sp o rt f ish ing  
vities and  m ap s o f  th e resp ectiv e  

" o as are av ailab le at refuge  
headquarters o r can  b e o b tained  from

below: 
Ri 1—

üfonda. H awaii, Idaho, N evada, 
°regon, and W ashington.

A ssistan t R egional D irecto r— Refuges 
an d  W ild life, U .S . Fish  an d  W ild lif e 
S erv ice, Eastsid e Fed eral C om p lex, 
S u ite 1 6 9 2 , 9 1 1 N E. 11th  A v en u e, 
Po rtlan d , O regon 9 7 2 3 2 - 4 1 8 1 ;  
T elep h on e (5 0 3 ) 2 3 1 - 6 2 1 4 .

Region 2—

A riz o n a, N ew  M exico , O k lahom a and  
T exas.

A ssistan t R egional D irecto r— Refuges 
and  W ild life, U .S . Fish  an d  W ild life 
S en d ee, B o x 1 3 0 6 , A lb uq uerq ue, 
N ew  M exico  8 7 1 0 3 ; T elep h o n e  
(5 0 5 )7 6 6 - 1 8 2 9 .

Region 3—

Illin ois, Ind iana, Iow a, M ich igan , 
M inn esota, M issou ri, O hio and  
W isco n sin .

A ssistan t Regional D irecto r— Refuges 
an d  W ild lif e, U .S . Fish  an d  W ild lif e 
S erv ice, Fed eral Bu ild in g , Fo rt 
S nelling , T w in  C ities, M innesota 
5 5 1 1 1 ; T elep h on e (6 1 2 ) 7 2 5 - 3 5 0 7 .  

Region 4—

A lab am a, A rk an sas, Flo rid a, G eorgia, 
K en tuck y, Lou isian a, M ississip p i, 
N orth  C aro lin a, T en n essee, S o u th  
C aro lin a, Pu erto  R ico  an d  th e V irgin 
Island s.

A ssistan t R egional D irecto r— Refuges 
an d  W ild lif e, U .S . Fish  and  W ild life 
S erv ice, R ich ard  B. R u ssell  Fed eral  
Build ing, 75  S p ring  S treet, S W , 
A tlan ta, G eorgia 3 0 3 0 3 ; T elep h on e  
(404) 3 3 1 - 0 8 3 3 .

Region 5—
C o n n ecticu t, D elaw are, D istrict o f  

C olum b ia, M ain e, M ary land , 
M assach u setts, N ew  H am p sh ire,
N ew  Jersey , N ew  Y ork ,

Pen n sy lv an ia, Rho d e  Islan d , 
V erm o n t, V irg in ia an d  W est 
V irg in ia.

A ssistan t R egional D irecto r— Refuges 
an d  W ild life, UvS. Fish  an d  W ild life 
S erv ice, 3 0 0  W . G ate C en ter D rive, 
H ad ley , M assach u setts 0 1 0 3 5 ;  
T elep h on e (413) 2 5 3 - 8 2 0 0 .

Reg io n  6 —
C o lo rad o , K an sas, M ontana, N eb raska, 

N orth  D akota, S o u th  D akota, U tah  
an d  W yom in g.

A ssistan t R egional D irecto r— Refuges 
an d  W ild lif e, U .S . Fish  an d  W ild life  
S erv ice, B o x 2 5 4 8 6 , D enver Fed eral  
C enter, D env er, C olorad o  8 0 2 2 5 ; 
T elep h o n e (303) 2 3 6 - 8 1 4 5 .

Region 7—
A lask a (H untin g  an d  fishing  o n  

A lask a refu ges is  in  acco rd an ce  
w ith  S tate reg u latio n s. T h ere are n o  
refu g e-sp ecif ic hun tin g  an d  fishing  
reg u latio n s for th ese  refu ges). 

A ssistan t R egional D irecto r— Refuges 
an d  W ild lif e, U .S . Fish  an d  W ild life  
S erv ice, 1 0 1 1 E. T u d o r R d „  
A n ch o rag e, A lask a 9 9 5 0 3 ;

T elep h o n e (9 0 7 ) 7 8 6 - 3 5 3 8 .

D uncan L. Bro w n , D iv ision o f  
Refuges, U .S . Fis h  an d  W ild life S erv ice,

W ash in gton , D C 2 0 2 4 0 , is  d m  p rim ary  
au th o r o f  th is p ro p o sed  rulem ak ing  
d ocu m en t.

List of Subjects in 50 CFR Part 32

H un ting , Fish in g , R ep orting  an d  
reco rd k eep in g  req u irem en ts, W ild life, 
W ild life refu ges.

A cco rd in g ly , i t is p ro p o sed  to  am en d  
Part 3 2 , as p ro p o sed  to  b e rev ised  at 57  
FR  2 2 6 8 6  on N ovem b er 2 5 ,1 9 9 2 ,  o f  
ch ap ter I o f  title  5 0  o f  th e C od e o f  
Fed eral R egu latio ns as  set forth b elow :

PART 32—{AMENDED]

1. T h e au th o rity  citatio n  fo r p art 32  
w ou ld  co n tin u e to  read  as follow s:

A u th o rity : 5  U .S.C . 3 01 ; 16  U .S.C . 4 6 0 k . 
664, 668dd, and 7151.

2. S ectio n  3 2 .2 0  A lab am a is  am end ed  
b y  rev ising  p arag rap h  C . o f  th e C h octaw  
N ational W ild lif e Refuge; b y rev isin g  
p aragrap hs A ., B ., an d  C . o f  Eufaula 
N ational W ild life Refuge to  read  as  
follow s:

$32 .20  Alabama.

* * * * *

C h o c taw  N atio n al W ild life  R efu g e  
* * * * *

C . B ig  G am e H u n tin g . H u nting  o f  w h ite 
ta ile d  d eer and  feral ho g s is p erm itted  o n  
d esig n ated  areas o f  th e  re fu g e  su b je c t to  th e  
fo llo w in g  c o n d itio n : Perm its « re  req u ired . 
* * * * *

Eufaula N ational W ild life R etire

A . H u n tin g  o f  M ig ratory  G am e B irds. 
H u nting  o f  g e e  so , d u c k s, c o o ts, m o u rn in g  
d o v es, sn ip e  an d  w o o d c o c k  is  p erm itted  o n  
d esig n ated  areas o f  th e  re fu g e  su b je c t to  th e  
fo llo w in g  c o n d itio n : P erm its are  req u ired .

B. U p lan d G am e H u n tin g . H u n tin g  o f  q u ail 
an d  rab b it is  p erm itted  o n  d esig n ated  areas 
o f  th e  re fu g e  su b je c t to  th e  fo llo w in g  
c o n d itio n : P e rm its are  req u ired .

C . B ig  G am e H u n tin g . H u n tin g  o f  w h ite 
ta ile d  d eer is  p erm itted  o n  d esig nated  areas 
o f  th e  re fu g e  su b je c t to  th e  fo llo w in g  
c o n d itio n : Perm its are  req u ired . 
* * * * *

3 . S ectio n  3 2 .2 2  A riz on a is  am end ed  
b y  revisin g  p arag rap h  C . o f  Bu en o s  
A ires N ational W ild life Refuge to  read  
as fo llow s:

%32J22 Arizona.
* * * * *

Buenos A in a  N atio n a l W ild life  Refuge 
* * * * *

C. B ig  G am e H u n tin g . H u n tin g  o f  m u le  
d eer an d  w h ite -taile d  d eer, jav e lin a  and  feral 
ho g s Is  p erm itted  o n  d esig n ated  areas o f  th e  
refu g e.
* *.  * * *

4 . S ectio n  3 2 .2 3  A rk an sas is  nnriortd ° d  
b y  revisin g  p aragrap h B . o f  Big  Lake 
N ation al W ild life Refuge to  read  as 
follow s:
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$32.23 A rkansas.
* * * *-  *

Big Lake National W ild life Refuge 
* * * * *

B. Upland Game Hunting. Hunting o f 
squirrel, rabbit, raccoon, beaver and opossum 
is permitted on designated areas o f the refuge 
subject to the follow ing condition: Permits 
are required.
* * * * *

5. Section 32.24 California is 
amended by removing paragraph A .4. 
and revising paragraph A .3. of Delevan 
N ational W ildlife Refuge; by revising 
paragraphs A .3. and paragraph B.2. of 
Lower Klamath N ational W ildlife 
Refuge; by revising paragraph A .3., and 
removing paragraph A .4., and by 
redesignating paragraph A .5. as 
paragraph A .4. of Sacramento N ational 
W ildlife Refuge; and by revising 
paragraphs A .4. and B.2. of Tula Lake 
N ational W ildlife Refuge to read as 
follows:

$3244  California.
*  *  *  *  *

Delevan N ational W ild life Refuge

A. Hunting o f Migratory Game 
Birds. * * *
*  *  *  *  *

3. Hunters assigned to the spaced blind  
unit are restricted to  w ithin 100 feet o f their 
assigned hunt site except for retrieving 
downed birds, placing decoys, or traveling to 
and from the parking area.
*  *  *  *  *

Low er Klam ath N ational W ild life Refuge

A. Hunting o f Migratory Game Birds.* * *
*  *  *  *  *

3. Only unloaded firearms may be carried 
on hunter access routes open to motor 
vehicles or w hen taken through posted 
retrieving zones w hen traveling to and from 
the hunting areas.
*  *  *  *  *

B. Upland Game Hunting. * * *

*  *  *  *  *

2. Only unloaded firearms may be carried 
on hunter access routes open to motor 
vehicles or w hen taken through posted 
retrieving zones w hen traveling to  and from 
the hunting areas.
*  *  *  *  *

Sacramento  National W ildlife Refuge

A. Hunting o f Migratory Game Birds.
* * *

* * * * *

3. Hunters assigned to the spaced blind  
unit are restricted to  w ithin 100 feet o f their 
assigned hunt site except for retrieving 
downed birds, placing decoys, or traveling to 
and from the parking area.
*  *  *  *  *

Tuk Lake N ational W ild life Refuge

A. Hunting o f Migratory Game Birds.
* * •
* * * * *

4. Only unloaded firearms may be carried 
on hunter access routes open to  motor 
vehicles or when taken through posted 
retrieving zones w hen traveling to  and from 
the hunting areas.
*  *  *  *  *

B. Upland Game Hunting. * * * 
* * * * *

2. Only unloaded firearms may be carried 
on hunter access routes open to motor 
vehicles or when taken through posted 
retrieving zones w hen traveling to  and from 
the hunting areas.
* $ it * t

6. Section 32.27 D elaware is amended 
by removing paragraph A .8. and 
redesignating paragraph A .9. as 
paragraph A .8. of Bombay Hook 
N ational W ildlife Refuge; and by 
removing paragraph A .7. and 
redesignating paragraphs A .8. and A .9. 
as A .7. and A .8., respectively, revising 
paragraphs C. introductory text, C .2., 
C.3., and C .4., and adding new 
paragraphs C.7. and C.8. of Prime Hook 
N ational W ildlife refuge to read as 
follows:

§32.27 Delaware.
A  tk  9  . 9  . 9

Prim e Hook N ational W ild life Refuge
* * * * *

C. Big Game Hunting. Hunting o f deer and 
turkey is permitted on designated areas o f the 
refuge subject to the following conditions:
*  *  *  *  *

2. Deer hunting on Area A must be from 
designated stands only, unless actively 
tracking or retrieving wounded deer.

3. Hunting Areas A and B and the North 
Hunting Area are open to shotgun and 
muzzleloader. deer hunting.

4. Archery deer hunting is permitted on the 
North Hunting Area only.
*  *  *  *  *

7. A  shotgun only turkey hunt is permitted 
during the State spring season in Unit 1 north 
o f Fow ler's Beach Road and w est o f Slaughter 
Canal.

8. Hunters during firearms deer season 
must wear in a conspicuous manner on head, 
chest and back a minimum o f 400 square 
inches o f solid-colored hunter orange 
clothing or material.
* * : # * • #

7. Section 32.32 Illinois is amended 
by revising paragraph A .I., removing
A . 2. and redesignating A .3. as A .2., and 
adding a sentence at the end of newly 
designated A .2., revising paragraphs
B. I ., B.2. and C.3. and adding a new  
paragraph C.4. to Crab O rchard N ational 
W ildlife Refuge to read as follows:

$32.32 I llinois.
* * * * *

Crab O rchard  N ational W ild life Refuge

A. Hunting o f Migratory Game Birds. * * *
1. Waterfowl hunting is permitted on the 

contro lled  areas o f Grassy Point, Carterville 
and Greenbrier land areas, plus Orchard, 
Turkey, and Sawmill and Grassy Islands, 
from sunrise to  posted closing times each day 
during the goose season. Waterfowl hunting 
in these areas, including lake shorelines, is 
permitted only from existing refuge blinds. 
Hunters must comply w ith the special rules 
posted at the blina drawing site. Only 
waterfowl hunting is permitted in the 
controlled goose hunting areas during goose 
season.

2 . * * * No person may establish or use 
a goose blind  or pit w ithin 100 yards o f 
roads, right-of-ways, easements, and refuge 
public use boundaries.

B. Upland Game Hunting. * * *
1. Upland game hunting is not permitted 

in the controlled goose hunting areas during 
goose season.

2 . No rifles or pistols with am m u n itio n  

larger than .22 caliber rim fire, except black 
powder firearms up to and including .40 
caliber may be used.

C. Big Game Hunting * * *
* * * H it

3. Deer hunting is not permitted in the 
controlled goose him ting areas during goose 
season.

4. Hunting stands must be removed at the 
end o f each day's hunt 
* * * * *

8. Section 32.33 Indiana is amended 
by adding a new paragraph C.5. to 
M uscatatuck N ational W ildlife Refuge to 
read as follows:

$ 3 2 .3 3  In d ia n a .

* * * * *
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M uscatatuck N ational W ild life Refuge 
* * * * *

C. Big Game Hunting. * * * 
* * * * *

5. Non-hunters must stay in vehicles when 
an taring the hunt area during the second 
state deer muzzleloader season.
*  *  *  *  *

9. Section 32.37 Louisiana is amended 
by revising paragraph B. for Atchafalaya 
N ational W ildlife Refuge; by revising 
p a r a g r a p h  B.2. and adding a new 
paragraph B.5., by revising paragraph C. 
D’A rbonne N ational W ildlife Refuge; by 
revising paragraphs A ., B., and C. of 
D elta N ational W ildlife Refuge; by 
revising paragraphs B.2. and B.4., and 
adding a new paragraph B.5., by 
revising paragraph C. for Upper 
O uachita N ational W ildlife Refuge to 
read as follows:

$32.37 Louisiana.
*  *  *  *  *

A tchafalaya N ational W ildlife Refuge 
* * * - ' * *

B. Upland Game Hunting. Hunting o f 
squirrel, rabbit, raccoon, opossum, nutria, 
muskrat, mink, fox. bobcat, beaver and otter 
is permitted on designated areas o f the retug
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subject to the follow ing condition: Hunting 
gball be in accordance w ith Sherburne 
Wildlife Management Area regulations.
* * * * *

D’Arbonne N ational W ild life Refuge 
* * * * *

B. U plan d C am e H u n tin g . * * *
* * * * *

2. Feral hogs, coyotes and beaver may be 
taken during all refuge hunts.
* * * * *

5. Dogs are allowed fix' hunting squirrels, 
rabbits and raccoon only from the end o f the 
last refuge gun deer hunt to the end o f small 
game season.

C. Big  C am e H u n tin g . Hunting o f w hite
tailed deer is permitted on designated areas 
of the refuge subject to the following 
conditions:

1. Either-sex deer hunting w ith firearms is 
permitted iMfing the second consecutive 
Saturday and Sunday and fourth consecutive 
Friday and Saturday in November only.

2. Feral hogs, coyotes, and beaver may be 
taken during all refuge hunts.

3. Only still hunting is permitted.
4. Deer stands may not be left unattended.
5. All deer must be checked at a designated

check station. ■
* * . * * *

Delta National W ild life

A . H untin g o f  M ig ratory  C am e B irds. 
Hunting o f migratory game birds is permitted 
on designated areas o f the refuge subject to 
the following condition: Permits are required.

B. U plan d G am e H u n tin g . Hunting o f 
rabbit is permitted on designated areas o f the 
refuge subject to the follow ing condition: 
Permits are required.

C. Big  C am e H u n tin g . Hunting o f white- 
tailed deer is permitted on designated areas 
of the refuge subject to the follow ing 
condition: Permits are required.
* . •* * * *

Upper Ouachita N ational W ild life Refuge 
* * * * *

B. U plan d G am e H u n tin g . * * *
* * * * *

2; Feral hogs, coyotes and beaver may be
taken during all refuge hunts.

* * * ■ *

4. Nontoxic shot is required w hile hunting 
upland game species.

KkP0®8 818 a^OW0d for hunting squirrels, 
rabbits and raccoon only from the end o f the 
“ St refuge gun deer hunt to the end o f small 
Ssme season.
. j ‘8  G am e H u n tin g . Hunting o f w hite

ned deer is permitted on designated areas 
0 the refuge subject to the follow ing 
conditions:

1. Either-sex deer hunting w ith firearms is 
Pwmitted during the second consecutive 
Prl7 day and Sunday and fourth consecutive 

flay and Saturday in November only.
' j1*! bogs, coyotes, and beaver may be 

token during all refuge hunts.
• firearms must be unloaded w hile being 
«Ported in a vehicle or bo at

5 tv*/  bunting is permitted.
• beer stands may not oe left unattended.

10 . S ection  3 2 .3 8  M aine is am en d ed  
b y  revising  p arag rap h G 2 . for 
M o o seh o m  N ation al W ild lif e Refuge; b y  
ad d ing  n ew  p aragrap h B .l .  an d  b y  
ad d ing  a n ew  p aragrap h C l .  to  R ach el  
C arso n N ational W ild life Refuge; an d  b y  
revisin g  p aragrap h C l .  o f  S unk haz e 
M ead ow s N ational W ild lif e Refuge to  
read  as follow s:

S 32.38 M aine.
* * * * *

M oosehom  N a tio n a l W ild life  Refuge  

* * * * *

C. B ig  G am e H u n tin g . * * *
2 . H un ters  d u rin g  firea rm s b ig  game season 

m ust w ea r in  a  conspicuous m anner on  head , 
chest and  back a  m in im um  o f 4 0 0  square 

inches o f so lid -co lo red  h u n te r orange  

c lo th in g  or, m a te ria l.
*  *  *  *  *

R ache l C arson  N a tio n a l W ild life  R efuge  

* * * * *

B. U p lan d G am e H u n tin g . * • *
1. H unters d uring  f irearm s b ig gam e  

season m ust w ear in a co n sp icu o u s  
m an n er on h ead , ch est and  b ack  a 
m inim um  o f  4 0 0  sq uare in ch es o f  so lid -  
co lo red  h u n ter orange clo th in g  o r 
m aterial.

C.  B ig  G am e H u n tin g . * * *
1. H unters during f irearm s b ig gam e 

season m ust w ear in a co n sp icu o u s  
m an n er on  head , ch est and  b ack  a 
m in im u m  o f  4 0 0  sq uare in ch es o f  so lid -  
co lo red  h u n ter orange clo th in g  o r 
m aterial.
*  *  *  *  *

S unkhaze  M eadow s N a tio n a l W ild life  

Refuge
*  *  *  *  *

C. B ig  G am e H u n tin g . * * *
1. H unters during  f irearm s b ig gam e 

season m ust w ear in a co n sp icu o u s  
m an n er on  head , ch est and  b ack  a 
m inim um  o f  4 0 0  sq uare in ch es o f  so lid -  
co lo red  h u n ter orange cloth in g  or 
m aterial.
*  *  *  *  *

11 . S ection  3 2 .3 9  M aryland  is 
am en d ed  b y revising  p aragrap h C .4 . for 
Black w ater N ational W ild lif e Refuge; 
and  b y revising  p aragrap h C .5 . for 
Eastern  N eck  N ational W ild lif e Refuge 
to  read  as fo llow s:

$32 .39  M aryland.
*  *  *  *  *

B la c kw a te r N a tio n a l W ild life  Refuge  

*  *  *  *  *

C.  B ig  G am e H u n tin g . * * * 
* * * * *

4 . H un ters d uring  f irearm s b ig gam e 
season  m ust w ear in  a co n sp icu o u s  
m an n er on h ead , ch est and  b ack  a 
m in im u m  o f  4 0 0  sq uare in ch es o f  so lid -

co lo red  hu nter o range c lo thing  o r 
m aterial.
* * * * *

Eastern N eck N ational W ild life Refuge 
* * * * *

C . B ig  G am e H u n tin g . * * *
*  *  *  *  *

5. H unters d uring  firearm s big  gam e 
seaso n m ust w ear in  a co nsp icu o us 
m anner o n head , chest and  b ack  a 
m inim um  o f  400 square inches o f  so lid - 
co lo red  hu nter o range clo thing  o r 
m aterial.
* * * * *

12. S ectio n  3 2 .4 0  M assach u setts is 
am en d ed  b y  rem o vin g  p aragrap h A .1 . 
an d  red esignating  p aragrap h  A .2 . as  
p aragrap h A .I . ,  an d  rem oving  paragraph

B . 3 . o f  O xb o w  N ational W ild life Refuge; 
b y  rem ovin g  p arag rap hs A .2 . an d  A .5 . 
an d  red esignating  p aragrap hs A .3 . and
A .4 . as p aragrap hs A .2 . an d  A .3 ., and 
rem ovin g  p aragrap h C .7 . and  
red esignating  p aragrap h C .8 . as 
p aragrap h C .7 . o f  Park er R iver N ational  
W ild life Refuge.

13 . S ectio n  3 2 .4 2  M innesota is 
am en d ed  b y  revisin g  p aragrap hs A . and
C. o f  the M inn esota V alley  N ational 
W ild life Refuge; an d  b y  ad d ing  a new  
p aragrap h C .4 . to  R ice Lak e N ational 
W ild life Refuge to  read  as fo llow s:

$32.42 M innesota. 
* * * * *

M innesota Valley N ational W ild life Refuge

A . H u n tin g  o f  M ig ratory  G am e B irds. 
Hunting o f geese, ducks, and coots is 
permitted on designated areas o f the refuge.
*  *  *  *  *

C. B ig  G am e H u n tin g . Hunting o f white
tailed deer is permitted on designated areas 
o f the refuge subject to the following 
conditions:

1. Archery hunting is permitted.
2. A ll stands must be removed from the 

refuge at the end o f each day’s hunt
3. Permits are required to participate in the 

shotgun Alternative Deer Control Program. 
* * * * *

Rica Lake N ational W ild life Refuge 
* * * * *

C.  B ig  G am e H u n tin g . * * * 
* * * * *

4.  Hunting o f deer on the Rice Lake Unit 
is by firearm only; hunting on the Sandstone 
Unit is by firearm and archery.
*  *  *  *  *

14 . S ection  3 2 .4 5  M ontana is 
am en d ed  b y  rem oving  p aragrap h A .3. 
and  b y revisin g  p aragrap h B. for Benton  
Lake N ational W ild lif e Refuge to  read  as 
fo llow s:

$32.45 Montana.
* * * * *

Benton Lake N ational W ild life Refuge
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B. Upland Game Hunting. Hunting o f 
upland game birds is permitted on 
designated areas o f the refuge subject to  the 
followhig conditions:

1. Hunters shall possess and use only no » - 
toxic shot w hile in the field.

2. Hunting is permitted beginning on the 
opening day o f Montana w aterfowl hunting 
season and is closed  at the end  o f  the hunting 
day o f November 30. 
* * * * *

15 . Section 3 2 .4 9  New Jersey is 
amended by removing paragraphs A .I .,  
A .3 ., A .4 . and A .7 . and redesignating 
paragraphs A .2 ., A .5 . and A .6 . as 
paragraphs A .f .,  A .2 ., and A .3 ., 
respectively, by adding new paragraphs
A . 4 . ,  A .5 . and A .0 ., and revising 
paragraph C.3. for Edwin B. Forsythe 
N ational W ildlife Refuge; by revising 
paragraph C.3. and removing paragraph
C .4. for Great Swamp N ational W ildlife 
Refuge; mid by revising paragraph C .4. 
for Supawna M eadows to  read as 
follows:

$32.49 New  Je rsey. 
* * * * *

E dw in  B . Fo rsyth«  N a tio n a l W ild life  R efuge

A. Hunting o f Migratory Game Birds.* *  *  
* * * * *

4. Hunters may no t use or possess more 
than 25 shells per day in Hunting Areas A,
B, and C in the Barnegat Division and to  
Hunting Unit 1 in the Brigantine Division.

5. In Hunting Area B o f the Barnegat 
Division, hunting is restricted to designated 
sites, w ith each site Hmitod to o ne party o f 
hunters. A  minimum 0f  six decoys per site 
is required.

6. No sites or areas may be occupied  before 
4:00 a.m. A ccess is by boat only.
*  *  *  *  *

C. Big Game Hunting. * * * 
* * * * *

3. Hunters during Firearms big game season 
must w ear in a conspicuous manner on head, 
chest and back a  minimum o f 400 square 
inches o f solid-co lored hunter orange 
clothing or material. 
* * * * *

Great Sw am p  N a tio n a l W ild life  R efuge  

* * * * *

G  Big Game Hunting * # * 
* * * * *

3. Hunters during, firearms big game season 
must w ear in a conspicuous manner o n head, 
chest and back a minimum o f400 square 
inches o f solid-colored hunter orange 
clothing or material.
* * * * *

Sap  a w an e  M eadow s N a tio n a l W ild life  

R efage

* * * * *

C  Big Game Hunting. * * * 
* * * * *

4. Hunters during firearms big game season 
must w ear hi « co nsp icuo us manner on head .

chest and back a minimum o f400 square 
inches o f solid-colored hunter orange 
clothing or material.
*  *  *  *  *

16. Section 32.51 N ew York is 
amended by removing paragraph A .4. 
and redesignating paragraphs A .5. 
through A .8. as paragraphs A .4. through
A .7., by adding a new paragraph B.3., 
and by revising paragraph C .1.for 
Iroquois N ational W ildlife Refuge; and 
by revising paragraph B., by removing 
paragraph C.1. and redesignating 
paragraphs C.2. and C.3. as paragraphs 
C l . and C .2., and revising the newly 
designated C 2. of M ontezuma N ational 
W ildlife Refuge to read as follows;

$32.51 New  York.
*  *  *  *  *

Iro q u o is  N a tio n a l W ild life  R efuge  

* * * * *

B. U p lan d G am e H u n tin g . * * *
* . , . * .  # . * . - . * ?

3. Hunters during firearms big. game season 
must wear in a conspicuous maimer on head, 
chest and  back a minimum o f 400 square 
inches o f solid-colored hunter orange 
clothing or material. 
* * * * *

C. B ig  G am e H u n tin g  * * *
* * *  * *

1. Hunters during firearms big game season 
must wear in a conspicuous manner o n bead, 
chest and back a minimum of 400 square 
inches o f  solid-colored hunter orange 
clothing o r material. 
* * * * *

M on tezum a  N a tio n a l W ild life  R efuge  

*  " . *  ' *  *  *

B. U p lan d G am e H u n tin g . Hunting o f  
upland game is permitted on designated 
areas o f the refuge.
* * * * *

C. B ig  G am e H u n tin g . *  *  *

*  *  *  *  *

2. Hunters during firearms big  game season 
must wear in «  conspicuous manner on head, 
chest and back a minimum o f400 square 
inches o f solid-colored hunter orange 
clothing or material.
*  *  *  *  *

17. Section 32.52 N orth Carolina is  
amended by revising paragraphs A ., B., 
and C. of A lligator River N ational 
W ildlife Refuge to read as follows:

$32.52 North Carolina.
*  *  *  *  *

A llig a to r  River National W ikfiife Refuge

A . H u n tin g  o f  M ig ratory  G am e B irds. 
Hunting o f swans, geese, chicks, coots, snipe, 
mourning doves and woodcock is permitted 
on designated areas o f the refuge subject to 
the follow ing condition: Permits are required.

B. U p lan d G am e H u n tin g  Hunting o f 
squirrel, rabbit, quail, raccoon mid opossum 
is permitted cm designated areas o f the refuge

subject to  the following condition: Permits 
are required.

G  B ig  G am e H u n tin g . Hunting of white
tailed deer is permitted on designated areas 
of  the refuge subject to the following 
condition; Permits are required. 
* * * * *

18 . S ectio n  3 2 .5 8  Oregon is  amended 
b y  revisin g  p aragrap hs A .l .  and B. for 
Lo w er K lam ath  N ational W ildlife 
Refuge to  read  as follow s:

$32.56 Oregon.
•  •  *  *  *

Low er K lamath N a tio n a l W ild life  Refuge

A . H u n tin g  o f  M ig ratory  G o n e  B irds. * * * 
1. O nly unloaded firearms m ayb e carried

on hunter access routes open to  motor 
vehicles or when taken through posted 
retrieving zones when traveling to and from 
the hunting areas.
*  *  *  ' *  *

B. U p lan d G am e H u n tin g  Hunting of 
pheasant is permitted on designated areas of 
the refuge subject to die following condition: 
O nly unloaded firearms may be carried on 
hunter access routes open to motor vehicles 
or when taken through posted retrieving 
zones when traveling to and from the hunting 
areas.
*  *  *  *  •

19 . S ectio n  3 2 .5 7  Pennsylvania is 
am en d ed  b y  rem oving  paragraph A.Z. 
and  red esignatin g  paragrap h A . 3  as A .2., 
and  b y rev isin g  p aragrap hs C  
in tro d u ctory  te xt an d  C .1 . for Erie 
N atio n al W ild lif e Refuge to  read  as 
fo llow s:

§ 3287  Pennsylvania.
*  *  . *  *  *

E rie  N a tio n a l W ild life  Refuge  

*  *  *  *  *

G  B ig  G am e H u n tin g . Hunting of deer and 
turkey is permitted on designated areas of the 
refuge subject to the following conditions:

1. The refuge is open to  turkey hunting 
during the State spring turkey season. 
* * * * *

2 0 . S ectio n  3 2 .8 0  South Carolina is 
am en d ed  fay rev isin g  paragraph A . for 
C ap e R om ain  N ational W ildlife Refuge 
to  read  as fo llow s:

§ 3 2 8 0  So uth Carolina. 
* * * * *

Cape Romain National Wildlife Refuge

A . H u n tin g  o f  M ig ratory  G am e Birds. 
H u n tin g  of rails is permitted on designated 
areas of  the refuge subject to the following 
condition: Permits are required. 
* * * * *

2 1 . S ectio n  3 2 .6 3  T exas is amended  
b y  revisin g  p aragrap hs C .4 . and C .7. 
A ran sas N ational W ild life Refuge; by 
ad d in g  p aragrap h A 3 ,  to  Brazoria 
N ational W ild lif e Refuge; b y revising 
p aragrap h A . l . ,  rem oving  paragraph 
A .2 ., an d  red esignating  paragraphs A .3.
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end A .4. as A .2. and A .3. of San Bernard 
National W ildlife Refuge to read as 
follows:

$32.63 Texas.
* * * * *

Aransas N ational W ildlife Refuge 
* * * * *

C. Big  G am e H u n tin g . * * *
* *  *  *  *

4. Archery hunting is permitted in October 
on specified days listed  In the refuge hunt 
brochure.
* * * *  *

7. Firearms hunting is permitted in 
November on specified  days listed in the 
refuge hunt brochure.
* *  *  *  *

Brazoria N ational W ild life Refuge

A. Hunting o f Migratory Game Birds. * * * 
* * * *  *

3. Permits are required to hunt on certain 
portions o f the hunting area.
* * * * *

San Bernard N ational W ild life Refuge

A. Hunting o f Migratory Game Birtfs. * * * 
1. Permits are required to hunt on certain 

portions o f the hunting area. 
* * * * *

22. Section 32.65 V ermont is 
amended by removing paragraph A . 7. 
and by revising paragraph C.2. for 
Missisquoi N ational W ildlife Refuge to 
read as follows:

$32.65 Vermont 
* * * * *

Missisquoi N ational W ild life Refuge 
* * * * *

C. Big Game Hunting. * * *
* *  *  *  *

2. Hunters during firearms big game season 
must wear in a conspicuous manner on head, 
mest and back a m in im u m  o f400 square 
inches o f solid-colored hunter orange 
clothing or material.

23. Section 32.66 V irginia is amended 
by revising paragraph C.5. for Back Bay 
National W ildlife Refuge; by revising

p aragrap hs A . intro d ucto ry  text, A .I., 
A .4., A .5., and  A .6., and  by  rev ising  
p aragraph C .3. fo r C hinco teag ue 
N atio nal W ild life Refuge; and  by  
rev ising  p aragraph C .4. fo r Great D ism al 
Sw am p  N atio nal W ild life Refuge to  read  
as fo llo w s:

$32.66 Virginia.
* * * * *

Back Bay N ational W ildlife Refuge 
* * * * *

C. B ig  Game H u n tin g . * * *

*  *  *  . *  *

5. Hunters during firearms big game season 
must wear in a conspicuous manner on head, 
chest and back a m in im u m  o f 400 square 
inches o f solid-colored hunter orange 
clothing or material. 
* * * * *

Chincoteague N ational W ildlife Kufti y

A . H u n tin g  o f  M ig ratory  G am e B irds. 
Hunting o f waterfowl and rails is permitted 
on designated areas o f the refuge subject to 
the following conditions:

1. Written permission is required to hunt 
on the nonguided public hunting areas. 
* * * * *

4. Permanent blinds are permitted in 
compartments 1-4 in Wildcat Marsh.

5. Hunting parties are limited to a 
maximum o f 4 hunters.

6. Public hunting is permitted only on 
Thursday, Fridays, and Saturdays during the 
State waterfowl and during the entire State 
rail season.
*  *  *  *  *

c. B ig  G am e H u n tin g * * *

*  *  *  *  *

3. Hunters during firearms big game season 
must wear in a conspicuous m an n e r on head, 
Chest and back a m in im u m  o f 4 0 0  square 
inches o f solid-colored hunter orange 
clothing or material.
* * * * *

G reat D ismal Swamp N ational Wildlife 
Refuge
*  *  *  *  *

C. B ig  G am e H u n tin g . * * * 
* * * * *

4. Hunters during firearms big game season 
must wear in a conspicuous manner on head,

chest and back a m in im u m  o f400 square 
inches o f solid-colored hunter orange 
clothing or material. 
* * * * *

24. Section 32.67 W ashington is 
amended by revising paragraph A . for 
Conboy Lake N ational W ildlife Refuge 
to read as follows:

$32.67 W ashington 
* * * * *

Conboy Lake N ational W ild life Range

A. Hunting o f Migratory Game Birds. 
Hunting o f doves, geese, coots, and common 
snipe is permitted on designated areas o f the 
refuge.
*  *  *  *  *

25. Section 32.69 W isconsin is 
amended by revising paragraph A .2. for 
Horicon N ational W ildlife Refuge; and 
by revising paragraph C. of the 
Trempealeau N ational W ildlifB Refuge 
to read as follows;

$32£9  W isco nsin.
*  *  *  *  *

Horicon N ational W ild life

A. Hunting o f Migratory Game Birds.* * * 
* * * * *

2. Only participants in the Young Wild- 
fowlers and Special Programs are permitted 
to hunt
* * * * *

Trem pealeau N ational W ild life Refuge 
* * * * *

C  Big Game Hunting. Hunting o f white- 
tailed deer is permittted on designated areas 
o f the Refuge subject to the following 
condition: Permits are required. 
* * * * *

Dated: September 24,1992.
Richard  N. Sm ith,

Acting Director, U.S. Fish and Wildlife 
Service.

[FR Doc. 92-29030 Filed  12-10-92; 8:45 am] 
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DEPARTMENT OF TH E I NTERI OR

Bureau of I ndian Affairs

Stockbrldge-M unsee Alcohol Beverage 
Control Law

December 4,1992.

AGENCY: Bureau of Indian A ffairs, 
Interior.

ACT90N: N otice.

SUMMARY: T h is N o tice is p ub lish ed  in  
acco rd an ce w ith  au th o rity  d elegated  b y  
th e S ecretary  o f  th e In terio r to  the  
A ssistan t S ecretary — In d ian A ffairs b y  
2 0 9  D M  8 , an d  in  acco rd an ce  w ith  th e  
A ct o f  A ugust 1 5 ,1 9 5 3 ,  6 7  S tat. 5 8 6 ,1 8  
U .S .C . 1 1 6 1 . T h is N o tice certif ies th at 
R eso lu tio n  N o. 1 3 1 7 , th e Sto ck b rid ge-  
M unsee Liq u or O rd in an ce w as d u ly  
ad op ted  b y  the S tock b rid ge-M unsee  
C ou n cil  on  M ay  2 2 ,1 9 9 2 .  T h e  
o rd in an ce p ro vid es for th e regu latio n  o f  
th e activ ities o f  th e m an u factu re, 
d istrib utio n , sale an d  co n su m p tio n  o f  
l iq u or in  th e area o f  Ind ian C ou ntry  
u n d er th e ju risd ictio n  o f  th e  
S tock b rid ge-M unsee T rib e, W isco n sin . 

DATES: T h is O rd in an ce is effective as o f  
D ecem b er 1 1 ,1 9 9 2 .

FOR FURTHER I NFORMATI ON CONTACT: 

C hief , Bran ch  o f  Ju d icial S erv ices, 
D ivision o f  T rib al G overn m ent S erv ices, 
1 8 4 9  C  S treet, N W ., M S  2 6 1 1 - M IB , 
W ash ington , D C 2 0 2 4 0 ; telep h o n e (202) 
2 0 8 - 4 4 0 0 .

SUPPLEMENTARY I NFORMATI ON: T h e  
S tock b rid ge-M unsee Liq u o r O rd in an ce  
[N o. 1 3 1 7 ] is to  read  as fo llow s:

Liquor Control O rdinance—  
Stockbridge-M unsee Community of 
W isconsin

W hereas, Pu b lic Law  2 7 7 , 83rd  
C ongress, 1st S essio n , ap p rov ed  A ugust 
1 5 ,1 9 5 3 ,  an d  co d if ied  at sectio n  116 1  
o f  title  1 8 , U n ited  S tates C od e, p ro vid es  
th at sectio n s 1 1 5 4 ,1 1 5 6 ,  3 1 1 3 , 3 4 8 8 , 
3 6 1 8  o f  T itle  18  o f  the U n ited  S tates  
C od e sh all n ot ap p ly  w ith in  an y  area 
th at is n ot In d ian  C ou n try , n o r to  any  
act o r tran sactio n  w ith in  an y  area o f  
Ind ian C ou n try , p ro vid ed  su ch  act o r 
tran sactio n  is  in co n fo rm ity  b oth  w ith  
th e law s o f  th e S tate in w h ich  su ch  act 
o r tran sactio n  o ccu rs  an d  w ith  an  
o rd in an ce d u ly  ad op ted  b y  th e trib e 
having  jurisd iction  o v er su ch  area o f  
Indian C ou n try , certif ied  b y  the  
S ecretary  o f  th e In terio r, an d  p ub lish ed  

Jn  th e Federal Register.
W hereas, It is the desire of the Tribal 

Council of the Stockbridge-M unsee 
Community of W isconsin to adopt a 
liquor control ordinance in the Indian 
Country that lies within the jurisdiction 
of the community; and

W hereas, T h e T rib al C ou n cil  o f  th e  
S to ck b rid ge-M unsee C om m unity  o f  
W isco n sin  h as th e au th o rity  to  ad op t 
o rd in an ces regulating  liq uor in  the  
Ind ian C ou ntry  th at lies w ith in  the  
ju risd iction  o f  the C om m un ity , b y  v irtu e  
o f  th e p ro vision s o f  A rticle  V H , sectio n s  
1(a), (e) an d  (h) o f  the C onstitu tion  o f  
th e S tock b rid ge-M unsee C om m un ity  o f  
W isco n sin , ad op ted  O ctob er 3 0 ,1 9 3 7 ;

Now therefore be it resolved, T h at th e  
T rib al C o u n cil  o f  th e S tockb ridge-  
M unsee C om m un ity  o f  W isco n sin  
au th o riz es the issu an ce o f  l icen ses for 
o n-p rem ises sale o f  alco h o l b everages 
w ith in  the Indian C ou ntry  th at lies 
w ith in  the ju risd iction  o f  the  
C om m un ity , p ro vid ed :

1. Licenses

A . Licen ses for th e sale o f  alco h o l  
b ev erag es m ay  b e issued  only  for the  
sale o f  su ch  b everages w ithin  b uild ings 
u sed  for casin o s and  restau ran t-b ar 
o p eration s ow n ed  and  reg ulated  b y the  
S tock b rid ge-M unsee C om m unity.

B. A n y  restau ran t-b ar o p eration  m u st 
p ro d u ce m ore than  5 0 %  o f  its gross  
sales from  food serv ice in ord er to  b e 
licen sed  after th e f irst y ear o f  op eration .

C . Licen ses issued  to  b u sin esses  
ow n ed  b y  th e Stock b rid ge-M unsee 
C om m un ity  for the sale o f  alco h o l  
b everages shall b e issued  b y  th e T rib al  
C ou n cil  o f  the C om m un ity , u p on  th e  
receip t b y th e T rib al C ouncil o f  a p ro p er 
ap p licatio n  co n tain ing  th e fo llow ing  
in form ation :

(1) T h e nam e o f  the en tity  th at 
regulates th e C om m unity  b u sin ess at 
w h ich  th e sale o f  alco h o l b everages 
w o u ld  take p lace. S u ch  en tity  sh all b e  
th e l icen se ap p lican t. N o in d iv id u al or 
p rivate en tity  m ay  ap p ly  for o r receiv e  
a licen se u n d er th is O rd in an ce.

(2) A  co p y  o f  th e C om m unity  
o rd in an ce o r reso lu tion  u n d er w h ich  the  
ap p lican t en tity  is organized .

(3) A  d escrip tio n  o f  th e land  or 
b uild ing  ow n ed  b y  th e C om m un ity  and  
regu lated  b y  the ap p lican t en tity  at 
w h ich  the ap p lican t en tity  w ish es to  sell  
alco h o l b everages.

(4) A  statem en t th at th e ap p lican t 
en tity  w ill co n fo rm  to  all  req u irem en ts  
o f  ap p licab le T rib al, S tate an d  Fed eral  
law , as th ey  relate to  th e p u rch ase and  
sale o f  alco h o l b everages.

D . U p on  receip t o f  a p ro p er 
ap p licatio n  u n d er th is O rd in an ce, 
l icen ses for the sale o f  alco h o l b everages 
m ay b e issu ed  b y  th e T rib al C o u n cil  o f  
th e C om m un ity  to  a T rib al casin o  o r 
restau ran t-b ar o f  the C om m unity  if  the  
T rib al C ou n cil  f inds, in  its sound  
d iscretio n , on  th e b asis o f  th e facts  
d isclo sed  b y  th e ap p licatio n  an d  b y  
su ch  ad d ition al inform ation  as the 
T rib al C ou n cil  m ay  d eem  relevan t, that

su ch  issu an ce is  in th e interest of the 
C om m un ity .

E. Licen ses for th e sale o f  alcohol 
b everages issu ed  b y  th e T ribal Council 
sh all co n tain  th e  follow ing  
req u irem en ts:

f l )  Each  licen se sh all req uire its 
h o ld er to  co n fo rm  its operations to the 
law s o f  th e C om m unity , the State of 
W isco n sin  an d  th e U nited  States of  
A m erica;

(2) N o  licen se sh all b e effective for a 
term  o f  m o re than  o ne year from the 
d ate o f  its issu an ce, and  each  renewal 
th ereo f  sh all b e sub ject to  the sam e 
p ro ced u res th at ap p ly  to  the initial 
issu an ce o f  a licen se.

(3) Each  l icen se shall exp licitly  state 
th at its co n tin u ed  valid ity  is dependent 
u p on  th e co m p lian ce o f  its holder with 
all  th e p ro vision s o f  this O rdinance and 
o th er ap p licab le law .

(4) N o  l icen see m ay  give aw ay or sell 
alco h o l b everages at a loss.

F. T h e T rib al C ouncil o f  the 
C om m un ity  sh all h ave the authority to 
su sp en d  o r revok e any  license issued 
u n d er th is O rd in an ce, und er the 
fo llow ing p ro ced u res:

(1) U p on  receiv in g  inform ation  
suggesting that the h o ld er of  a license 
u n d er th is O rd in an ce m ay  have violated 
th e term s o f  the licen se or applicable 
law , th e T rib al C ouncil shall give the 
l icen se h o ld er w ritten  n otice that the 
T rib al C ou n cil intend s to  suspend or 
revok e th e h o ld er’s license. Such notice 
sh all b e sent b y certif ied  m ail, return 
receip t req uested , to  the agent of  the 
l icen se h o ld er an d  shall specify the 
g round s for the p ro p osed  suspension or 
rev o catio n .

(2) A n y  licen se h o ld er w ho receives a 
n o tice  o f  a p ro p o sed  suspension or 
rev o catio n  m ay  req uest a hearing by the 
T rib al C ou n cil , b y  sending a w ritten 
req u est therefo r, certif ied  m ail, return 
receip t req uested , to  the C hairm an of 
the Stock b rid ge-M unsee Com m unity, at 
th e C o m m un ity ’s T rib al C enter, witnin 
sev en  (7) d ays o f  the license holder’s 
receip t o f  the n otice.

(3) U p on receip t o f  the req uest for a 
h earing  u n d er th is O rd inance, the Tribal 
C o u n cil  shall set a date for a hearing, 
w h ich  sh all b e n o  later than thirty days
from  th e receip t o f  the hearing request.

(4) A t a hearing  held  und er this 
O rd in an ce, th e h o ld er o f  a license under 
this O rd in an ce shall b e perm itted to 
p resen t ev id en ce w ith  resp ect to the 
h o ld er’s co m p lian ce w ith  the term s of 
its licen se and  ap p licab le law . In 
reachin g  its d ecisio n , the Tribal Council 
m ay co n sid er su ch  ev id ence, together 
w ith  all o th er ev id en ce it deem s 
relevant. Fo llo w in g  a hearing, if  in fne 
jud gm en t o f  the T rib al C ouncil the 
l icen se h o ld er h as not com p lied with



Fed eral Register /  V ol. 57, N o. 239 /  Friday, D ecem ber 11, 1992 /  N otices 5 8 9 3 9

the term s o f  its l icen se and  ap p licab le  
law , the T rib al C ou n cil  sh all su sp end  or 

revoke its licen se; an d  if  in the  

judgment o f  the T rib al C ou n cil  the  

terms o f  the l icen se an d  ap p licab le law  

have b een co m p lied  w ith , th e  

proceedings sh all b e d ism issed . In 

either case, th e d ecisio n  o f  th e T rib al 
Council sh all b e f inal.

G. T he T rib al C ou n cil  o f  the 
Stockb ridge-M unsee C om m unity  m ay  
reject any ap p licatio n  for a licen se, o r 
for a ren ew al o f  a licen se, u n d er this  
O rdinance, i f  th e ap p lican t p rev io u sly  
has co m m itted  acts  w h ich  h ave resulted  

in the su sp ension  o r rev ocation  o f  a 

license u n d er th is O rd in an ce.

2. A gent

A ny T rib ally  ow n ed  en tity  licen sed  
under this O rd in an ce sh all ap p oin t, 
subject to the ap p rov al and  co nfirm atio n  
of the T rib al C o u n cil , an  agent w ho  
shall have full au th o rity  and  co n tro l o f  
the prem ises an d  o f  th e co n d u ct o f  all 
business on th e p rem ises relativ e to  
alcohol b everages. T h is p erso n  shall 
also be the p erso n  d esignated  b y W is . 
Stats. § 1 2 5 .0 4 (6 ) req uiring  the 
appo intment o f  agents.

3. A uthority o f  th e T rib al  C o u n cil

A. The Tribal Council, or any 
ind ividual member thereof or any 
person acting with prior written 
authorization of the Tribal Council may 
enter any premises licensed under this 
ordinance at any time to o bserv e the 
activities taking place.

B. W ritten au th o riz ation  m ay  b e 
enacted at a clo sed  session  o f  the Tribal 
Council and rem ain  co n f id en tial until  
any report m ad e b y  su ch  p erson  is 
before the T rib al C ou n cil  for actio n  or 
until such p erson  seek s to  gain access  to  
the prem ises o f  an y  T rib ally  licen sed  
facility during n orm al clo sed  h ou rs in 
w hich case it sh all b e p resen ted  to  th e  
manager on d u ty  at th e tim e, and  said  
manager shall im m ed iately  ad m it the 
person to the p rem ises.

C. Tribal Council members do not 
need such written authorization and 
may enter any Tribally licensed facility 
at any time upon identifying themselves 
if such admission is sought during 
normal closed hours.

4. S ep arate Licen see f o r Each  Facility

Each Tribally owned entity licensed
t f t ? r ® r^ n an c® sh all b e req uired  
o file a sep arate ap p licatio n  an d  hold  

a ^ Psrate licen se for each  facility  it 
operates.

5* T ransfer o f  Licen ses Pro h ib ited

No license issued under this 
Ordinance may be transferred to any 
other entity or person.

6. State Law A pplicable

T h e Stock b rid ge-M unsee C om m unity  
recog n iz es th e ap p licab ility  o f  general 
S tate Law  gov erning  th e sales o f  alco h o l  
b everages.

7. S tate Law  A d op ted

T h e Stock b rid ge-M unsee C om m unity  
hereb y ad op ts for p u rp oses o f  T rib al  
en fo rcem en t against any  en tity  licen sed  
b y the T rib e u n d er th is o rd in an ce the 
fo llow ing p ro visions, as m o d ified , o f  
ch ap ter 125 o f  the W iscon sin  S tatutes:

125.02 .............  Definitions. Except as o therw ise
provided , in this ord inance.

125.02(1) ........  A lc o h o l b e v e r a g e s  m eans fer
mented  malt beverages, w ine 
and into xicating  liquo r as de
fined  below .

125.02(6) ........ F e r m e n t e d  m a lt  b e v e r a g e  means
any beverage made by the alco 
ho l fermentation o f an infusio n

' in potable w ater o f barley, malt
and ho ps, w ith or w ithout 
unmalted  grains o r decorticated  
and degerminated  grains or 
sugar co ntaining  0.5%  or more 
alcbo l by  volume.

125.02(8) ........ In t o x ic a t in g  liq u o r  m eans all ar
dent, spirituous, d istilled  or v i
nous liquo rs, liquid s or co m 
pounds, w hether medicated , 
proprietary, patented  or not, 
and  by  w hatever name called , 
co ntaining  0.5%  or more o f al
co ho l by  vo lume, w hich are 
beverages, but does no t include 
“ fermented  malt beverages” .

125.02(22) ...... W in e  means products obtained
from the normal alcoho l fer
mentation o f the ju ice or must 
o f sound, ripe grapes, o ther 
fruits or o ther agriculture prod 
ucts, imitation w ine, co m 
pounds so ld  as w ine, ver
mouth, cider, perry, mead and 
sake, if  such products co ntain
0.5%  or more o f alcoho l by vo l
ume.

125.02(8m )   L e g a l d r in k in g  a g e  m eans 21
years o f  age.

125.02(14) ...... Perso n m eans natural p erso n,
so le proprietorship, partner
ship , corporation or associa
tion.

125.02(14m ) ... P r e m is e s  m eans the area de-
scribed  in a license issued  by 
the Tribal Council.

125.02(17) ...... R e g u la t io n  m eans any rule or or
d inance adopted  by  the Tribal 
Co uncil.

125.02(20) ...... S e ll,  s o ld , s a le  or s e llin g  means
any transfer o f alco ho l bev 
erages w ith consideration or 
any transfer w ithout co nsider
ation if  know ingly made for 
purpo ses o f evading the law  re
lating to the sale o f alcoho l 
beverages or any device, 
schem e or transaction for ob
taining  alco ho l beverages, in 
cluding the so licitatio n o f or
ders for, or the sale o f future 
delivery  o f, alcoho l beverages.

125.02(20) ...... U n d e r ag e  p e r s o n  m eans a person
w ho has not attained  the legal 
drinking age.

125.04(1) ........  General licensing  requirem ent
No person may sell, manufac
ture, rectify, or brew  any alco 
ho lic  beverage, or engage in 
any other activ ity  for w hich 
this ord inance provides a li
cense w ithout ho ld ing the ap 
pro priate license.

125.04(2) ........  No license to  be issued  in vio la
tio n o f  this ord inance. No li 
cense may be issued  to  any 
person except as provided  in 
this ord inance. A ny license is
sued  in  vio latio n o f, this ordi
nance is vo id .

125.04(10) .. . . .  License to be framed and posted.
(a) Frame. Licenses for the sale o f 

alco ho l beverages shall be en
clo sed  in frame having a trans
parent front w hich allo w s the 
license to be clearly  read.

(b) Display. Licenses shall be 
co nsp icuo usly  d isplayed  for 
p ublic insp ectio n at all times 
in the room o r p lace w here the 
sale o f alcoho l beverages is car
ried  on.

125.07 .............  Underage and into xicated  per
sona; presence on licensed  
premises; po ssessio n; penalties.

(a) A lco ho l beverages; Restric 
tio ns relating to underage per
sons.

1. No person may procure for, 
sell, d isp ense or give aw ay any 
alco ho l beverages to  any under
age person not accompanied  by 
his or her parent, guardian or 
spouse w ho  has attained  the 
legal drinking age.

2. No licensee may sell, vend, 
deal or traffic in alcoho l bev 
erages to  or w ith any underage 
person no t acco mpanied  by his 
or her p arent guardian or 
spo use w ho  has attained  the 
legal drinking age.

3. No adult may know ingly per
mit or fail to  take actio n to  pre
vent the illegal consumption o f 
alcoho l beverages by an under
age person on premises under 
the ad ult’s contro l.

4. No ad ult may intentionally  en 
courage or co ntribute to  a vio 
latio n o f this sectio n.

125.07(2) ........ (b) Sales o f alcoho l to intoxicated
persons.

1. No person may procure for, 
sell, d isp ense or give aw ay al
co ho l beverages to  a person 
w ho  is intoxicated .

2. No licensee may sell, vend, 
deal or traffic in alco ho l bev 
erages to or w ith a person w ho  
is intoxicated .
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125.085 ........... A ny tribal entity  selling  alco ho l
beverages shall require the 
p ro o f o f  age sp ecified  by  this 
sectio n.

(a) Definitio n. In this sectio n, “ o f 
fic ial id entificatio n card “  
m eans a v alid  operator’s li 
cense issued  under chapter 343 
o f the W isco nsin Statutes that 
co ntains d ie photograph o f  the 
ho ld er, an id entificatio n card  
issued  under sectio n 343.50 o f 
d ie W isco nsin Statutes o r an 
id entificatio n card  issued  
under sectio n 125.08 o f  the 
W isco nsin Statutes.

(b) Use. No card  other than the 
id entificatio n card  authorized  
und er this sectio n may be rec 
ognized  as an o fficial id enti- ~
ficatio n card  by  the Tribe for *
purpo ses o f obtaining alco ho l 
beverages at any  Tribally  li 
censed  entity.

8. Closing Hours

Every entity licensed by the 
Stockbridge-M unsee Community shall 
observe the closing hours established by 
W isconsin Statutes governing Class B 
Retail State licenses. Failure to do so 
shall be the basis for the revocation of 
licenses issued by the Tribal Council.
David ). Matheson,
A ctin g  A ssistan t  S ec re tary — In d ian  A ffairs .

IFRJDoc. 02-30132 Filed  12-10-02; 8:45 am]
BH.UNQ CODE 43KH U-M
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DEPARTMENT OF H EALTH  AND  

HUMAN SERVI CES

Food and Drug Adm inistration

21 CFR Parts 314 and 601 

[Dock*  No. 91N-0278]

RI N 0905-AD66

New Drug, Antibiotic, and Biological 

Drug Product Regulations; Accelerated  
Approval

AGENCY: Food and Drug A dministration, 
HHS.
ACTI ON: Fin al  ru le.

SUMMARY: T h e Fo o d  an d  D rug 
A d m in istration  (FD A ) is  issuin g  f inal 
regu latio n s u n d er w h ich  th e ag en cy  w ill  
accelerate ap p rov al o f  certain  n ew  d rugs 
and  b io logical p ro d u cts fo r serio u s or 
life- threatenin g  illn esses, w ith  
p ro vision s for an y  n ecessary  co n tin u ed  
stu d y  o f  th e drugs* cl in ical  b enefits after 
ap p ro v al or w ith  restrictio n s on u se, if  
n ecessary . T h ese n ew  p ro ced u res are  
in ten d ed  to  p ro vid e exp ed ited  
m ark eting  o f  d ru gs for p atien ts suffering  
from  su ch  illn esses w h en  th e d rugs 
p ro vid e m eaningfu l th erap eu tic b en efit 
co m p ared  to  existin g  treatm en t. 
A ccelerated  ap p rov al w ill  b e co n sid ered  
in tw o  situ ation s: (1) W h en  ap p rov al  
can  b e reliab ly  b ased  on  ev id en ce from  
ad eq uate an d  w ell -co n tro lled  stu d ies o f  
th e d ru g ’s ef fect on  a  su rrogate en d p oin t 
that reason ab ly  suggests cl in ical  b en efit 
or on ev id en ce o f  th e d ru g ’s  eff ect on  a 
cl in ical  en d p o in t o th er th an  su rv ival or 
irreversib le m o rb id ity , p en d in g  
co m p letio n  o f  stu d ies to  estab lish  and  
d efine th e d egree o f  cl in ical  b enefits to  
p atien ts; an d  (2) w h en  FD A  d eterm in es  
th at a drug, ef fectiv e for th e  treatm en t o f  
a d isease, can  b e u sed  safely  o n ly  if  
d istrib utio n  o r u se is  m o d if ied  o r 
restricted . D rugs o r b io lo g ical p ro d u cts  
ap p ro v ed  u n d er th ese p ro ced u res w ill  
h av e m et th e  req u isite stan d ard s for 
safety  an d  ef fectiv eness u n d er th e  
Fed eral  Fo o d , D rug, an d  C o sm etic A ct 
(th e act) o r th e Pu b lic H ealth  S erv ice  
A ct (the PH S  A ct) an d , th u s, w ill h av e  
full ap p rov al for m ark eting .

EFFECTI VE DATE: Jan u ary  1 1 ,1 9 9 3 .

FOR FURTHER I NFORMATI ON CONTACT: 

M arily n  L. W atso n , C en ter for D rug  
Ev alu atio n  an d  R esearch  (H FD - 360), 
Fo o d  an d  D rug A d m in istratio n , 7 5 0 0  
S tan d ish  PI., R ock ville, M D  2 0 8 5 5 , 3 0 1 -  
2 9 5 - 8 0 3 8 .

SUPPLEMENTARY I NFORMATION:

I . Back g ro u n d

In th e Fe d e ral  R eg ister o f  A p ril  1 5 , 
1 9 9 2  (57  FR  1 3 2 3 4 ), FD A  p ub lish ed  
p ro p o sed  p ro ced u res u n d er w h ich  the

ag ency  w ou ld  accelerate ap p rov al o f  
certain  n ew  d rugs an d  b io logical  
p ro d u cts for serio u s o r lif e-threatening  
illn esses, w ith  p ro vision  for req u ired  
co n tin u ed  stu d y  o f  th e d ru gs’ cl in ical  
b en ef its after ap p rov al o r for restrictio n s  
on d istrib utio n  o r u se, w h ere th o se are  
n ecessary  for safe u se o f  th e drugs. FD A  
p ro vid ed  6 0  d ays for p u b lic co m m en t, 
an d , u p on  req uest, in th e Fed eral  
R eg ister o f  June 1 8 ,1 9 9 2  (57  FR  2 7 2 0 2 ), 
exten d ed  th e co m m en t p eriod  for an  
ad d ition al 30  d ays u n til  Ju ly  1 5 ,1 9 9 2 .  
T h e final ru le in co rp o rates all  o f  th e  
p ro vision s o f  th e p ro p o sed  ru le and  
p ro vid es ad d ition al clarif icatio n  
reg ard ing  b oth  tim ing  and  co n ten t o f  the 
su b m issio ns o f  p ro m otio n al m aterials  
and  regard ing th e n atu re o f  req uired  
p ostm ark etin g  stu d ies. T h e ag en cy  h as  
ad d ed  a n ew  p ro vision  clarify in g  w hen  
certain  p ostm ark eting  req uirem ents o f  
the ru le w ill b e term inated .

H ighlights o f  the f inal ru le are  
su m m ariz ed  b elo w , fo llow ed  b y  a 
su m m ary  an d  d iscu ssion  o f  the 
co m m en ts.

n .  H ighlights o f  th e Fin al  R ule

T h is f inal ru le estab lishes p ro ced u res  
u n d er p arts 3 1 4  an d  6 0 1  (21 C FR  p arts 
3 1 4  an d  6 0 1 ) u n d er w h ich  FD A  w ill  
accelerate  ap p ro v al o f  certain  n ew  drugs  
an d  b io logical p ro d u cts  for serio u s o r 
lif e-threatening  illn esses, w ith  p ro vision  
fo r req u ired  co n tin u ed  stu d y  o f  th e  
d ru gs’ cl in ical  b enefits after ap p rov al o r 
fo r restrictio n s on  d istrib utio n  o r u se, 
w h ere th o se are n ecessary  for safe u se  
o f  th e d rugs. T h ese p ro ced u res are  
in ten d ed  to  p ro vid e exp ed ited  
m ark etin g  o f  d rugs for p atien ts suffering  
from  su ch  illn esses w h en  th e drugs 
p ro v id e m ean ingful th erap eu tic 
ad vantage o ver existin g  treatm en t. T h e  
p ream b le o f  th e p ro p o sed  ru le (57  FR  
1 3 2 3 4 ) p ro vid es a d escrip tio n  o f  o th er 
m ech an ism s availab le to  f acilitate  
access , sp eed  d ev elo p m en t, and  
exp ed ite rev iew  o f  th erap eu tic p ro d u cts  
(e .g ., treatm en t in vestigatio nal n ew  drug  
ap p licatio n s (IN D ’s), su b p art E, p arallel  
track ). W h ere ap p rop riate, th ese  
m ech an ism s can  b e u tiliz ed  in  co n cert 
w ith  accelerated  ap p ro val. T h e m ajor 
p ro vision s o f  the f inal ru le are as  
fo llow s:

A . S c o p e

T h e n ew  p ro ced u res ap p ly  to  certain  
n ew  d ru g, an tib iotic, an d  b io log ical  
p ro d u cts used  in  th e treatm en t o f  
serio u s o r life-threatenin g  d iseases, 
w h ere th e p ro d u cts p ro vid e m eaningful 
th erap eu tic ad vantage o v er existin g  
treatm en t (21 C FR  3 1 4 .5 0 0  and  6 0 1 .4 0 ).

B. C riteria fo r  A p p rov al

A ccelerated  ap p rov al w ill b e  
co n sid ered  in  tw o  situ ation s: (1) W hen 
ap p ro v al can  b e reliab ly  b ased  on 
ev id en ce o f  th e d ru g ’s eff ect on  a 
su rrogate en d p o in t th at reason ab ly  
suggests cl in ical  b en efit o r on evidence 
o f  th e d ru g ’s effect on  a clin ical  
en d p oin t o th er th an  su rv ival or 
irreversib le m orb id ity , p end ing  
co m p letio n  o f  stu d ies to  estab lish and  
d efine th e degree o f  cl in ical  b enefits to 
p atien ts; an d  (2) w h en  FD A  determ ines 
th at a drug, eff ective for th e treatm ent of 
a d isease, can  b e u sed  safely  only if  
d istrib utio n  o r u se is m od if ied  or 
restricted . D rugs or b io logical products 
ap p rov ed  u n d er th is f inal ru le w ill have 
m et the req u isite stan d ard s for safety 
and  ef fectiv eness u n d er the act or the 
PH S  A ct an d , th u s, w ill h ave full 
ap p rov al for m ark eting  (21 C FR 314.510, 
3 1 4 .5 2 0 , 6 0 1 .4 1 ,  and  6 0 1 .4 2 ). 
O rd in arily , p ro d u cts u sed  to  treat 
serio u s o r life- threatenin g  illnesses, for 
w h ich  ap p rov al is b ased  on a surrogate 
en d p oin t ih at is recog n iz ed  as validated  
b y  d efinitiv e stu d ies, w ill b e considered  
for ap p rov al u n d er the trad itional  
p ro cess rath er th an  u n d er accelerated  
ap p ro val.

C. P ostm arketin g  S tu dies

W h ere a d ru g ’s ap p rov al und er these 
p ro v isio n s is b ased  on a surrogate 
en d p oin t o r on  an  eff ect on a clinical 
m id point o th er than  su rv ival o r 
irreversib le m orb id ity , th e ap plicant 
w ill  b e req uired  to  co n d u ct clinical  
stu d ies n ecessary  to  verify  and describe 
th e d ru g ’s cl in ical  b enefit and  to resolve 
rem ain in g  u n certain ty  as to  the relation 
o f  th e surrogate en d p oin t up on w hich 
ap p rov al w as b ased  to  clin ical benefit, 
o r th e ob serv ed  clin ical  b enefit to 
u ltim ate o u tco m e. T h e req uirem ent for 
an y  ad d ition al stu d y  to  dem onstrate 
actu al  cl in ical  b enefit w ill  n ot be more 
strin gen t than  th o se th at w ould
n o rm ally  b e req uired  for m arketing

ap p rov al; it is  exp ected  that the studies 
w ill  u su ally  b e u n d erw ay  at the tim e of 
ap p rov al. T h e p ro p o sed  regulations 
h av e b een  rev ised  to  clarify  that 
req u ired  p ostm ark etin g  stu d ies m ust 
also  b e ad eq u ate an d  w ell-controlled  (21 
C FR  3 1 4 .5 1 0  and  6 0 1 .4 1 ).

D . R estric tion s on  Use A fter M arketing

FD A  m ay  grant m arketing approval of 
a drug o r b io log ical p ro d u ct show n to be 
eff ective w h ere safe u se can  only be 
assu red  if  d istrib utio n  or use is 
restricted . U n d er th is final rule, FD A  
m ay : (1) R estrict distrib utio n to certain 
facilities o r to  p h y sician s w ith  special 
train in g  o r exp erien ce, o r (2) condition 
d istrib utio n  on the perform ance of
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specified medical procedures. The 
restrictions on use will be tailored to the 
specific safety issue raised by the 
particular drug or biological product 
and agreed to by the applicant at the 
time of approval (21 CFR 314.520 and 
601.42). FDA expects that the 
imposition of these restrictions on 
distribution will be rare.

E. P rom otion al M aterials

The final rule requires submission of 
planned promotional materials, 
including promotional labeling and 
advertisements, both prior to approval 
(reflecting the initial campaign), and 
following approval, unless informed by 
the agency that such submission is no 
longer necessary, at least 30 days before 
the intended time of initial 
dissemination of the promotional 
labeling or initial publication of the 
advertisement (21 CFR 314.550 and 
601.45).

F. W ithdraw al o f  A p p rov al

The final rule establishes an 
expedited procedure for the withdrawal 
of approval if: (1) Postmarketing clinical 
studies fail to verify clinical benefit; (2) 
the applicant fails to perform the 
required postmarketing study with due 
diligence; (3) use after marketing 
demonstrates that postmarketing 
restrictions are inadequate to ensure 
safe use of the drug or biological 
product; (4) the applicant fails to adhere 
to the postmarketing restrictions agreed 
upon; (5) the promotional materials are 
false or misleading; or (6) other 
evidence demonstrates that the drug or 
biological product is not shown to be 
safe or effective under its conditions of 
use (21 CFR 314.530 and 601.43).

G. T erm in ation  o f  R equ irem en ts

In response to comments, the final 
rule provides that the requirements set 
forth in $§ 314.520, 314.530, and 
314.550 for new drugs and antibiotics 
and §§ 601.42, 601.43, and 601.45 for 
biological products ordinarily will 
terminate when FDA determines that 
the results of required postmarketing 
studies have demonstrated that the drug 
or biological product has clinical 
benefit, or, where restrictions on 
distribution or use have been imposed, 
when FDA determines that safe use of 
the drug or biological product can be 
ensured without such restrictions, e.g., 
through appropriate labeling. FDA will 
notify the applicant when these 
requirements no longer apply (21 CFR 
314.560 and 601.46).

Hi- Effective D ate

This regulation will become effective 
°n January l l ,  1993.

IV . Comments on the Proposed Rule

FDA received 54 comments on the 
proposed rule. The comments came 
from individuals, specific disease 
organizations, universities, 
pharmaceutical manufacturers, trade 
associations, health professionals, and 
professional societies. The co m m ents 

reflect broad support and acceptance of 
the goal of expediting the approval of 
drugs intended for the treatment of 
serious and life-threatening illnesses. A  
number of comments asked that the 
proposed be finalized expeditiously 
without change. M any comments posed 
specific questions and raised important 
concerns.

A . G en eral C om m en ts

1. One comment suggested that the 
term “conditional approval“ was less 
confusing and ambiguous than the term 
“accelerated approval.” The comment 
also referred to the statement in the 
proposal that “Drugs * * * approved 
under this proposal will have met the 
requisite standards * * * under the 
(act)“ and argued that because 
postmarketing conditions may be 
imposed, this statement can only be 
read to say that the requisite standards 
under the act can only be met by a lower 
standard of evidence in hand, combined 
with assurance that further evidence 
will be obtained.

A nother comment expressed concern 
that the proposal appears to establish a 
standard for the evaluation of drug 
product effectiveness that is 
inconsistent with the substantial 
evidence requirement of section 505(d) 
of the act (21 U.S.C. 355(d)), which 
means “evidence consisting of adequate 
and well-controlled investigations, 
including clinical investigations, by 
experts qualified by scientific training 
and experience to evaluate the 
effectiveness of the drug involved, on 
the basis of which it could fairly and 
responsibly be concluded by such 
experts that the drug will have the effect 
it purports or is represented to have 
under the conditions of use prescribed, 
recommended, or suggested in the 
labeling or proposed labeling * *

The comment argued that, with few 
exceptions, the agency has consistently 
interpreted the “ substantial evidence“ 
requirement as an instruction that 
determinations of effectiveness be based 
on data unambiguously reflecting the 
clinical status of subjects evaluated 
under controlled conditions in bona fide 
clinical experiments. In the absence of 
compelling empirical evidence 
documenting that a drug-induced 
change in a surrogate measure reliably 
and consistently predicts improved

clinical outcome, a surrogate indicator 
is no more than a hypothetical 
construct. The comment asserted that 
the proposed rule's endorsement of the 
use of un validated surrogate endpoints, 
therefore, appears to represent a 
significant departure from traditional 
agency interpretations of “ substantial 
evidence” within the meaning of the act 
because it allows belief rather than 
evidence to serve as the basis for a 
conclusion about the effectiveness of a 
new drug.

Three comments asserted that the new  
regulations are not needed to approve 
drugs intended to treat serious or life- 
threatening illnesses. Two comments 
cited FD A ’s approval, without new  
regulations, of didanosine (formerly 
called ddi) and zaldtabine (formerly 
called ddc) in combination with 
zidovudine (formerly called A ZT) based 
on a surrogate marker, i.e., an increase 
in CD4 cell counts and the “ subpart E"  
procedures at 21 CFR part 312, which 
address the need for expediting the 
development, evaluation, and marketing 
of new therapies intended to treat life- 
threatening or severely debilitating 
illnesses as examples of existing 
mechanisms for the expedited approval 
of important new drugs. One comment 
argued that the act requires that drugs 
be shown to be “ safe"  and “ effective,” 
and proof of effectiveness is not limited 
by the act to demonstration of an effect 
on “ survival or irreversible morbidity,” 
as the proposed rule seems to assume. 
The comment further argued that FDA  
has considerable statutory discretion to 
define what type of data constitutes 
proof of effectiveness, and 
demonstration of an effect on a 
surrogate marker is one type of such 
proof.

The agency believes that what the 
procedures are called is much less 
important than what the procedures are. 
The shorthand term selected by the 
agency reflects the intent of the rule, 
especially that part related to use of 
surrogate markers, which is to make 
drugs that provide meaningful 
improvement over existing therapies for 
serious illnesses widely available 
(through marketing) at the earliest time 
consistent with the law. The essence of 
the proposal is thus acceleration, not the 
imposition of conditions. A pproval 
under these procedures is dependent on 
compliance with certain additional 
requirements, such as timely 
completion of studies to document the 
expected clinical benefit. The evidence 
available at the time of approval under 
this rule will meet the statutory 
standard, in that there must be evidence 
from adequate and well-controlled 
studies showing that the drug will have
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the effect it is represented to have in its 
labeling. That effect w ill, in this case, be 
an offset on a surrogate endpoint that is 
reasonably likely to predict a clinical 
benefit and labeling will refer to the 
effect on the surrogate, not to effect on 
qlinical outcome. '

W h ile th e act d oes n ot refer to  
p articu lar en d p oin ts o r state a 
p referen ce for cl in ical , as o p p o sed  to  
su rrogate, en d p o in ts, it is w ell  
estab lished  th at th e ef fect sh o w n  in  
w ell-co n tro lled  stu d ies, m u st, in  th e  
jud gm en t o f  th e ag en cy , b e clin ically  
m eaningfu l. M o reover, th e safety  
stan d ard  in th e act, th at a drug m u st b e  
sh o w n  to  b e safe for its inten d ed  u se, 
im p lies a risk /b en efit jud gm ent. T h e  
ef fect sh ow n  m u st b e su ch  as to  
outw eig h th e risk s o f  th e treatm ent 
u n d er th e co n d itio n s o f  u se. A p p ro val  
u n d er this ru le req u ires, therefo re, th at 
th e effect sh ow n  b e, in  th e jud gm ent o f  
th e agency , cl in ically  m eaningfu l, and  
o f  su ch  im p o rtan ce as to  outw eigh th e  
risk s o f  treatm en t. T h is  jud gm ent d oes 
n o t rep resen t eith er a " lo w e r stan d ard ”  
o r one in co n sisten t w ith  sectio n  505(d ) 
o f  th e act, b ut rath er an  assessm en t 
ab out w h eth er d if ferent ty p es o f  d ata 
sh o w  th at th e sam e statu to ry  stan d ard  
h as b een m e t

A pproval based on surrogate 
endpoints is not new, although the issue 
has not previously been considered in 
regulations. The agency has, in a 
number of instances, approved drugs 
based on surrogate endpoints. For 
example, drugs for hypertension have 
been approved based on their effects on 
blood pressure rather than on survival 
or stroke rate. Similarly, drugs for 
hypercholesterolemia nave been 
approved based on effects on serum 
cholesterol rather than on coronary 
artery disease (angina, heart attacks). 
But, in those cases there was very good 
evidence from clinical trials (in the case 
of hypertension) and from 
epidemiologic and animal studies (in 
the case of hypercholesterolemia) that 
improving the surrogate would lead to 
or is associated with the desired effects 
on morbidity and mortality. Even so, 
there is still today considerable debate 
about who will benefit from cholesterol 
lowering. Controlled trials assessing 
effects on clinical endpoints of 
morbidity and mortality from use of 
cholesterol-lowering drugs have been, 
and are being, conducted.

Reliance on a surrogate endpoint 
almost always introduces some 
uncertainty into the risk/benefit 
assessment, because clinical benefit is 
not measured directly and the 
quantitative relation of the effect on the 
surrogate to the clinical effect is rarely 
known. The expected risk/benefit

relatio nsh ip  m ay  fail to  em erg e b ecau se: 
(1) T h e id entif ied  surrog ate m ay  n o t in  
fact b e cau sally  related  to  clin ical  
o u tco m e (even though it w as thought to  
b e) or (2) th e d ru g  m ay  h ave a sm aller 
than  exp ected  b enefit an d  a larg er than  
exp ected  ad verse effect th at co u ld  not 
b e recog n iz ed  w ith o u t larg e-scale  
clin ical  trials o f  long  d u ratio n . R elian ce  
on su rrogate m ark ers therefo re req uires  
an ad d ition al m easure o f  jud gm ent, n ot 
only  w eighing  b enefit v ersu s risk , as  
alw ay s, b u t also  d ecid in g  w h at the  
th erap eu tic b enefit is b ased  up on th e  
drug effect on  th e surrogate.

T n e sectio n s o f  th e f inal ru le that 
ad d ress ap p ro v al b ased  up on a drug  
effect on  a su rrogate en d p oin t 
sp ecif ically  clarify  th e regulatory  
ap p ro v al criteria w hen  the ag ency  relies  
on a surrogate en d p oin t that, w h ile  
" reaso n ab ly  likely ”  to  p red ict clin ical  
b en ef it, is n ot so  w ell  estab lished  as th e  
surrog ates o rd in arily  u sed  as b ases o f  
ap p rov al in  th e p ast. Postm ark etin g  
stu d ies req uired  to  verify  and  d escrib e  
actu al clin ical  b enef its w ou ld  also  b e 
req uired  to  b e ad eq uate and  w ell-  
co n tro lled  stud ies. S ectio n s 3 1 4 .5 1 0  and  
6 0 1 .4 1  h ave b een rev ised  to  clarify  this  
p oint. If, on  co m p letio n  o f  req uired  
p ostm ark eting  stu d ies, th e eff ect on  the  
su rrog ate is not show n to  co rresp o n d  to  
a favorab le effect on  cl in ical  b enefit, the 
ru le p ro vid es an  exp ed ited  m ean s of  
rem ovin g  th e drug from  th e m ark et.

A p p ro val o f  d iaan o sin e and  
z alcitab in e u n d er cu rren t p ro ced u res  
d oes n ot sh ow  th at the ru le is o f  n o  
v alu e. A lth ough ap p ro v al d id  rely  on  a 
surrogate en d p oin t th at is o f  the k ind  
sp ecif ically  ad d ressed  b y th e ru le, the 
fact th at stu d ies to  def ine clin ical  
b en efit w ere n early  co m p lete an d  w ere  
b eing co n d u cted  u n d er the au sp ices o f  
the N ational In stitu te o f  A llergy  and  
In fectious D iseases m ad e it less cru cial  
to  h ave ad d ition al guarantees that su ch  
stu d ies w ou ld  b e co n d u cted  p ro m p tly . 
M oreover, the sp o n so rs o f  d iaan o sin e  
and  zalcitab ine agreed  p rio r to  ap p ro v al  
to  exp ed ited  w ith d raw al o f  th e d rug  
from  th e m ark et if  b enefit w ere not 
show n. T h e p ro vision s o f  the f inal ru le 
w ill en su re that ap p rop riate safeguard s 
exist for tim ely  generation  o f  d ata on  
actu al clin ical  b enefit, for ap p ro p riate  
p ro m otio n al inform ation  ab out lab eled  
in d icatio n s, and  fo r p ro m p t w ith d raw al  
o f  the drug from  th e m ark et if  cl in ical  
b en efit is n ot co nfirm ed .

2. Poin tin g  to  a statem en t in  the 
p ream b le to  th e p ro p o sed  ru le th at it is  
in  th e p u b lic interest to  m ak e p ro m isin g  
n ew  treatm en ts availab le at th e earliest 
p ossib le p oin t in tim e for u se in life- 
threaten in g  an d  serio u s illn esses, one 
co m m en t exp ressed  co n cern  th at th e  
p ro p o sed  ru le m ay  lead  to  th e m ark eting

of large numbers of clinically 
ineffective, but pharmacologically 
active, drugs and this may not be in the 
interest of the public health. The 
comment argued that early access to so- 
called "prom ising” drugs is not the 
same as early access to safe and effective 
drugs, and the number of potential 
markers that may be advanced as 
surrogates of clinical outcome is 
exceedingly large. The comment 
suggested that it m aybe more 
appropriate to seek adoption of the 
proposed requirements through an 
amendment to the act.

FDA agrees with the contention that 
providing people who have serious or 
life-threatening illnesses with numerous 
clinically ineffective drugs would not be 
helpful. However, the agency does not 
agree that the rule can be expected to 
have this result. A lthough studies using 
surrogate endpoints may provide less 
assurance of clinical benefit than 
studies using clinical endpoints, FDA 
believes compliance with all of the 
elements of the accelerated approval 
program will not result in the marketing 
of large numbers of clinically ineffective 
drugs. The new procedures apply to a 
limited group of circum stances, namely, 
to drugs intended for serious or life- 
threatening illnesses when the drugs 
provide a meaningful therapeutic 
benefit over existing therapy. Reliance 
on a surrogate endpoint is not 
equivalent to reliance on any evidence 
of pharm acologic activity. The endpoint 
must be reasonably likely, based on 
epidemiologic, therapeutic, 
pathophysiologic, or other evidence, to 
predict clinical benefit.

W hether a given endpoint is, in fact, 
reasonably likely to predict clinical 
benefit is inevitably a matter of 
judgment. FD A, using available internal 
and external expertise, will have to 
make informed judgments in each case 
presented, just as it does now. The 
agency acknowledges that there are 
well-recognized reasons for caution 
when surrogate endpoints are relied on. 
Certain putative surrogates have 
ultimately been shown not to 
correspond to clinical benefit. Perhaps 
the most noteworthy example is the 
failure of antiarrhythmic agents in the 
Cardiac A rrhythmia Suppression Trial 
(CA ST) to improve survival by 
depressing ventricular ectopic beats; 
effective suppression of ectopic beats 
was associated with increased mortality.

A  sponsor must persuasively support 
the reasonableness of the proposed 
surrogate as a predictor and show how 
the benefits of treatment will outweigh 
the risks. Such presentations are likely 
to be persuasive only when the disease 
to be treated is particularly severe (so
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that consid erab le risk  is accep tab le) 
and/or w hen th e surrogate en d p oin t is  
well sup p orted . In ad d itio n , it w ill  b e 
the sp onsor’s clear ob ligation  to  reso lve  
any doubts as to  cl in ical  v alu e b y  
carrying out d ef initiv e stud ies.

FD A  d o es n o t ag ree th at it w ou ld  b e 
more ap p ro p riate to  seek  an  am en d m en t 
to the act than  to  ad o p t the p ro p osed  
requirements. A s d iscu ssed  in  th e  
preamble to  th e p ro p o sed  ru le 85 w ell  as 
elsewhere in th is p ream b le to  th e f inal 
rule, existing p ro v isio n s o f  th e act and  
the PH S A ct au th o riz e p ro m ulg ation  o f  
the req uirem ents in  th e f inal 
regulations.

3. O ne co m m en t exp ressed  co n cern  
that b ecause th e p ro p o sed  ru le w ou ld  
establish co n d itio n s on  a d ru g ’s 
approval, th ird -p arty  p ayo rs m ay  
decline reim b u rsem en t b ecau se th e so-  
called ap p roval w o u ld  h ave attrib utes o f  
investigational status.

The ag ency  exp ects  that, b ecau se  
drugs ap p roved  u n d er th e accelerated  

approval p ro cess m eet th e statuto ry  

standards for saf ety  an d  eff ectiveness, 
they w ould b e elig ib le for 

reimbursement u n d er S tate M ed icaid  

programs o r o th er th ird -p arty  plans.
Drug p ro ducts gran ted  accelerated  

approval w ill n o t b e, u n d er th e law , 

investigational, as sug gested  b y the 
comment.

4. O ne co m m en t ask ed  if  all  drugs 

considered for accelerated  ap p ro val  
must be rev iew ed  b y  an  ad visory  

committee. T h e co m m en t stated  that 
because ad visory  co m m ittees m eet 
infrequently, w aitin g  for th e n ext 

meeting m ay  slo w  d ow n  th e ap p ro val  
process.

FDA is not req u ired  to  co n su lt w ith  
an advisory co m m ittee b efore ap p roving  
an application u n d er th ese accelerated  
approval regu latio n s, o r an y  o th er 
regulation. H ow ever, FD A  inten d s to  
consult the ap p ro p riate co m m ittee in  
most instances. A d v iso ry  co m m ittee  
meetings can  u su ally  b e sch ed u led  to  
avoid significant d elays in  th e rev iew  
process. The ag ency  w ill co n sid er any  
request by an  ap p lican t for referral o f  
me application to  an  ad viso ry  
committee.

S c o p e

5. Four co m m en ts ask ed  for further 
clarification o f  w h at d iseases are  
covered by th e ru le. O ne co m m en t 
plated that the term s “ serio u s,”  and

hfe-threatening, ”  are d ef ined  in  the 
proposal by ref eren ce to  21  C FR  3 1 2 .3 4 ,  
ollowed by a b rief  statem en t exp lain ing  

me role o f  jud gm en t an d  exam p les o f  
iseases that are cu rren tly  jud ged to  b e

serio us. T h e co m m en t ask ed  th at FD A  
also  d escrib e: (1) D iseases th at are n ot 
cu rren tly  in clu d ed  in th e categ ory  o f  
“ serio u s,”  (2) exam p les o f  d iseases that 
are cu rren tly  judged “ life-threatening ,”  
an d  (3) exam p les o f  d iseases th at are not 
cu rren tly  in clu d ed  in th e categ ory  “ life-  
threaten in g .”

O ne co m m en t co n ten d ed  that the 
statem ent in th e p ream b le that 
“ serio usness o f  a d isease is a m atter o f  
judgm ent, b u t generally  is  b ased  on its  
im p act on  su ch  facto rs as su rv ival, d ay-  
to -d ay  fu nctioning , o r th e lik elihood  
th at the d isease, if  left untreated , w ill  
p rogress from  a less severe co n d ition  to  
a m ore serio u s o n e”  too  narrow ly  lim its 
d iseases co v ered  b y the p ro p osed  ru le 
(57 F R 1 3 2 3 4  at 13 2 3 5 ). T h e co m m en t 
argued that som e “ less sev ere”  d iseases, 
even if  treated , m ay  p rogress to  a m ore 
serio us state, and  that these d iseases 
should  also  b e co v ered  b y th e ru le. O n 
the o th er han d , tw o  co m m en ts argued  
that the language in th e p ream b le that 
classif ies d iseases as “ serio u s”  w as 
overly  b road  and  sub jective an d  far too  
large a num b er o f  illnesses co u ld  b e 
eligible as b eing  “ serio u s.”

FD A  d iscu ssed  th e m eaning  o f  the 
term s “ serio u s”  and  “ fife- threatening”  
in  its f inal ru les on  “ treatm ent IN D ’s”
(52  FR  1 9 4 6 6  at 1 9 4 6 7 , M ay 2 2 ,1 9 8 7 )  
an d  “ sub p art E ”  p ro ced u res (54  FR  
4 1 5 1 6  at 4 1 5 1 8 - 4 1 5 1 9 ,  O ctob er 21 , 
1 988). T h e u se o f  these term s in this  
ru le is the sam e as FD A  d efined  and  
used  the term s in  tho se rulem ak ings. It 
w ou ld  b e v irtu ally  im p ossib le to  nam e 
ev ery  “ serio u s”  and  “ life- threatenin g”  
d isease th at w ou ld  b e w ithin  the scop e  
o f  th is rule. In FD A ’s exp erien ce w ith  
“ treatm ent IN D ’s ”  and  drugs co v ered  b y  
th e “ sub p art E ”  p ro ced u res there h ave  
n o t b een p ro b lem s in d eterm ining  
w h ich  d iseases fall w ith in  th e m eaning  
o f  th e term s “ serio u s”  an d  “ life- 
threaten in g ,”  and  FD A  w ou ld  exp ect no  
p ro b lem s u n d er th is accelerated  
ap p ro val program . T h e lik elihood  of  
p rogression  to  a serio us co n d ition  w ith  
av ailab le treatm ents w ou ld  also  b e 
co n sid ered  in  assessing  w heth er the 
d isease is w ithin  th e sco p e o f  th e f inal 
ru le. T h e p ream b le to  th e p ro p o sed  ru le  
(57  FR  1 3 2 3 4  at 1 3 2 3 5 ) referred  to  
ch ro n ic illnesses th at are generally  w ell  
m anaged  b y av ailab le therap y , b ut can  
h ave serio u s o u tco m es for certain  
p op u lation s or in so m e o r all o f  th eir 
p hases. A p p lican ts are en co u raged  to  
co n su lt w ith  FD A *8 rev iew ing  d iv ision s  
early  in  the drug d evelo p m ent p ro cess  
if  th ey  h ave q uestio n s ab out w heth er 
th eir sp ecif ic p ro d u ct is w ithin  the 
sco p e o f  this ru le.

T h e co n cern s  exp ressed  in  th ese an d  
o th er co m m en ts ab out co n sid erin g  too  
m an y  illn esses elig ib le fo r co n sid eratio n  
u n d er th e accelerated  ap p rov al  
p ro ced u res m ay  arise from  the  
u n d erly in g  fear th at relian ce on  
surrogate en d p o in ts w ill  b eco m e  
ro u tin e, th e “ n o rm al”  w ay  d ru gs are  
b ro ught to  th e m ark e t T h is fear is 
gro u n d less. T h e v ast m ajority  o f  drugs 
are d irected  at sy m p to m atic o r short

term  co n d itio n s (p ain , h eart failure, 
acu te in f ectio n s, gastro intestinal  
co m p lain ts) w h o se resp o n se to  drugs, if  
it o ccu rs , is  read ily  m easu red  an d  w here 
there is n o  n eed  to  co n sid er o r accep t 
surrog ate en d p oin ts. S u rrogates, w ith  
few  excep tio n s, are o f  interest in  the 
fo llow ing situ ation s: (1) W h ere th e  
clin ical  b enef it, i f  there is one, is likely  
to  b e w ell  in th e fu ture; and  (2) w here 
the im p licatio n s o f  the effect on  the 
su rrog ate are great b ecau se th e d isease 
h as n o  treatm en t at all or th e drug seem s 
to  treat p eop le w ith  n o  altern ativ e (e.g., 
b ecau se they  can n o t to lerate th e usual  
eff ectiv e treatm ent). In th e f irst case, 
great care is n eed ed , and  w ould  b e 
giv en , as th ere w ou ld  generally  b e no  
exp erien ce f inking an effect on the 
surrog ate to  cl in ical  su ccess, an d  there 
h ave b een co n sp icu o u s exam p les o f  lack  
o f  link age (C A ST , referred  to  ab ove; 
drugs th at in crease card iac outp ut in 
p atien ts w ith  h eart failure b u t that 
d ecrease su rv ival; im p erf ect agreem ent 
o f  effects on co ro n ary  artery  p aten cy  
and  effects on  su rv ival in p atients w ith  
m y o card ial infarctio n ; lack  o f  b eneficial 
effect on  b one fractu re rate desp ite  
favorab le eff ects on b one d ensity  in 
p atien ts w ith  osteop o ro sis). FD A  and  
ou tsid e exp erts w ill  b e aw are o f  these  
exam p les as p ro p o sed  surrog ates are 
co n sid ered . T h e im p lication s are  
esp ecially  great w hen co n sid ering  
p ro p h y lactic therap y , i .e ., treatm ents to  
p rev ent ch ro n ic illn ess (co ron ary  artery  
d isease, can cer), in an  essen tially  w ell  
p op u lation . In the seco n d  case, ¿here 
w ill generally  h ave b een exp erien ce  
(w ith  th e stan d ard  therap y) to  evaluate  
in co n sid erin g  linkage o f  the surrogate 
to  b enefit; th is w as, for exam p le, the 
case w ith  d id an o sin e, w here ev id en ce  
from  z id o v ud in e stu d ies o f  the  
relatio nsh ip  o f  an effect on  CD 4 
ly m p h o cy tes and  cl in ical  o utco m e  
co u ld  b e assessed . S im ilarly , there is 
co n sid erab le exp erien ce to  show  that 
durab le co m p lete resp o n ses in m any  
can cers co rresp o n d  to  im p ro ved  
su rv ival, so  that an agent ind u cin g  them  
in refractory  illn ess o r in p rim ary
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d isease th at h ad  p rev io u sly  b een  p oorly  
resp o n sive w o u ld  g enerally  b e seen  as  
reasonab ly  lik ely  to  p ro v id e a clin ical  
b enefit.

6 . O ne co m m en t stated  th at ep ilep sy  
is a serio u s an d  life-threatenin g  
co n d itio n  an d  ask ed  th at it b e in clu d ed  
w ith in  th e sco p e o f  th e p ro p o sal. T h e  
p ream b le cited , am o n g  o th er illn esses, 
d ep ressio n  an d  p sy ch o ses as exam p les  
o f  ch ro n ic illn esses th at can  h ave  
serio u s o u tco m es even  if  th ey  are  
generally  w ell  m an aged . O ne co m m en t 
asserted  th at n eith er d ep ressio n  n o r 
p sy ch o sis is a d isease, n o r is  eith er one 
serio u s o r life-threatenin g. T h e  
co m m en t stated  th at d ep ressio n  and  
p sy ch o sis are d iagnoses. T h e co m m en t 
urged  th e ag en cy  to  rem o v e th em  from  
th e d ef initio n  o f  life-threatening  
“ illn esses”  o r " d iseas es .”

W ith  resp ect to  ep ilep sy , FD A  n otes  
th at in  th e  “ treatm en t IN D ”  f inal ru le  
(52  F R 1 9 4 8 6  at 1 9 4 6 7 , M ay  2 2 ,1 9 8 7 ) ,  
the ag ency  listed  “ certain  form s o f  
ep ilep sy ”  as an  exam p le o f  a d isease or 
stage o f  d isease th at w o u ld  n o rm ally  b e  
co n sid ered  “ serio u s.”  C ertain  form s o f  
ep ilep sy  m ay  also  b e co n sid ered  
“ serio u s”  u n d er th e accelerated  
ap p rov al p ro gram . It is  u n lik ely , 
h ow ev er, th at a su rrogate en d p o in t 
w o u ld  b e u tiliz ed  in  su ch  a case , as  
seiz u re freq u en cy , a cl in ical  en d p o in t, is 
read ily  m easured .

FD A ’s referen ce to  d ep ressio n  an d  
p sy ch o ses w as in ten d ed  to  give 
exam p les o f  co n d itio n s o r d iseases th at 
can  b e serio u s for certain  p o p u latio n s or 
in so m e o r all o f  th eir p h ases. W h ile  
d rugs for the treatm en t o f  d ep ressio n  
and  p sy ch o sis w o u ld  b e exam p les o f  
th o se th at co u ld  b e co v ered  b y  the  
accelerated  ap p rov al p ro gram , it is n ot 
th e u se o f  su rrogate en d p o in ts th at 
w ou ld  b e exp ected ; th e sy m p tom s an d  
signs o f  th ese d iseases are read ily  
stu d ied . O n th e o th er h an d , so m e o f  
th ese d rugs h av e b een  q uite to xic (e.g ., 
clo z ap in e for ref racto ry  p sy ch o ses) an d  
m ight b e co n sid ered  for ap p ro v al w ith  
restrictio n s to  en su re safe u se.

7. T w o  co m m en ts ask ed  h o w  FD A  
w ill d ecid e th at a d ru g is  elig ib le for 
accelerated  ap p rov al. O ne co m m en t 
asserted  th at th e d ecisio n  sh o u ld  b e an  
o p tion  for th e ap p lican t to  co n sid er, n o t 
a d ecisio n  for FD A  to  m ak e U nilaterally . 
Poin tin g  to  a statem en t in  th e p ream b le  
(57  FR  1 3 2 3 4  at 1 3 2 3 5 ) th at FD A  
reserv es the righ t n o t to  ap p ly  
accelerated  ap p rov al p ro ced u res w h en  it 
b eliev es in good  faith  th at th e d ru g ’s 
foreseeab le u se is reason ab ly  lik ely  to  b e 
o utsid e th e sco p e o f  “ lif e-threatening  
d iseases w ith o u t m eaningfu l th erap eu tic 
b enefit o v er existin g  th erap y ,”  the  
co m m en ts argued  th at, if  th ere are  
p atien ts w ith  life-threatening  co n d itio n s

th at can  b en efit from  exp ed ited  
ap p rov al, the n eed s o f  the p atients 
sh o u ld  d eterm in e th e p ro ced u res u sed  
to  ap p rov e th e drug. O ne co m m en t 
co n ten d ed  th at ap p lican ts o f  p ro d u cts  
co n sid ered  can d id ates for accelerated  
ap p rov al m ay  h ave th eir d rug o r 
b io log ical p ro d u ct “ fo rced ”  into  th e  
accelerated  ap p rov al p ro cess an d  b e 
fo rced  to  co n d u ct a p ro gram  o f  stu d ies  
to  sub stantiate th at surrog ate m id points 
actu ally  p red ict significant clin ical  
b en efits. -

T h e m ed ical rev iew ing  d iv ision s  
w ith in  FD A ’s C enter for D rug 
Evalu atio n  an d  R esearch  (O D ER) and  
C en ter for Bio lo gies Evalu atio n  an d  
R esearch  (C BER) w ill  d eterm in e th e  
typ e o f  regulatory  rev iew  th at FD A  m ay  
ap p ly  to  an ap p lication . FD A  
en co u rages sp o n so rs to  m eet w ith  FD A  
early  in the drug d evelo p m ent p ro cess  
to  d iscu ss th e ap p licab ility  o f  the  
accelerated  ap p rov al p ro gram  to  th eir 
p ro d u ct; h o w ev er, FD A  reserv es th e  
d iscretio n  to  d eterm in e w h eth er these  
p ro ced u res are ap p licab le to  a sp ecif ic 
p ro d u ct.

W ith  resp ect to  the p ream b le  
statem en t cited  b y  o ne co m m en t, the 
co m m en t m isread s th e p ream b le  
statem en t, w h ich  d oes n o t say  th at FD A  
w ill, in  all cases, ap p ly  FD A ’s 
trad itio n al ap p rov al m ech an ism s rath er 
than  th is accelerated  p ro cess for d rugs 
w h ere a m ajority  o f  th e d ru g ’s 
foreseeab le u ses are outsid e th e sco p e o f  
“ life-threatening”  d iseases w ith ou t 
m eaningfu l th erap eu tic b enefit o ver 
existin g  therap y . T h e statem en t m erely  
in form s ap p lican ts th at FD A  w ill  
co n sid er th e p ossib le im p act o f  
w id esp read  u se o f  a d ru g for u ses o th er 
than  the o ne sup p orting  accelerated  
ap p rov al; d rugs ap p rov ed  u n d er th is  
p ro gram  w o u ld  of ten h av e only  sm all  
safety  d ata b ases so th at w id esp read  off- 
lab el u se m ight h ave serio u s  
im p licatio n s. T h e ag en cy  d oes n o t 
b eliev e th at su ch  a situ ation  w o u ld  
reg u larly  lead  to  exclu sio n  from  th ese  
p ro vision s.

FD A  d oes n o t agree th at ap p lican ts  
seeking  ap p rov al to  m ark et d rug an d  
b io lo g ical p ro d u cts th at w o u ld  b e 
can d id ates for accelerated  ap p rov al w ill  
b e fo rced  to  u se th e accelerated  
ap p rov al m ech an ism . It is tru e, 
h o w ev er, th at so m e p ro p o sed  surrog ate  
en d p o in ts w ou ld  n ot b e co n sid ered  
accep tab le b ases for ap p rov al w ith o u t 
assu ran ce th at th e cl in ical  stu d ies to  
sh o w  cl in ical  b enef it w ill  b e co n d u cted . 
A  sp o n so r th at w ish es th s  ap p licatio n  to  
b e co n sid ered  u n d er the trad itio n al  
ap p rov al p ro cess m ay  req uest and  
receiv e su ch  co n sid eratio n .

T h e ag ency  w ish es to  clarif y  th e  
circu m stan ces in  w h ich  th e accelerated

ap p rov al reg u latio n s w ill  apply. 
S ectio n s 3 1 4 .5 0 0  an d  6 0 1 .4 0  describe 
asp ects o f  th e sco p e o f  these regulations, 
M o reov er, th ese regulatio ns are 
inten d ed  to  ap p ly  to  ap p lications based 
on  su rrogate en d p o in ts w hose validity is 
n o t fu lly  estab lished , to  applications 
b ased  on  cl in ical  en d p oin ts that leave 
u n an sw ered  m ajor q uestions about the 
p ro d u ct’s eff ect on  ultim ate outcom e, 
an d  to  ap p licatio n s for p ro ducts whose 
safe an d  eff ective u se req uires 
lim itatio n s on  d istrib utio n  or use. In all 
o th er situ ation s, accelerated  approval 
req u irem en ts w ill  n ot ap ply.

W h ere ap p rov al is b ased  on a 
surrogate en d p o in t th at is accepted as 
v alid ated  to  p red ict or correlate with 
cl in ical  b enefit, th e p ro d u ct w ill be 
co n sid ered  u n d er th e trad itional  
p ro cess , an d  th e postm arketing  
req u irem en ts u n d er accelerated  
ap p rov al w ill  n ot ap p ly . A pprovals of 
p ro d u cts for serio u s or life-threatening 
illn esses b ased  on clin ical  endpoints 
o th er th an  su rv ival o r irreversib le 
m o rb id ity  w ill  u su ally  also  be 
co n sid ered  u n d er trad itional 
p ro ced u res. A p p ro vals b ased  on such 
cl in ical  en d p o in ts w ill b e considered  
u n d er the accelerated  app roval 
reg u latio n s only  w hen  it is essential to 
d eterm in e ef fects on  survival or 
irreversib le m orb id ity  in order to 
co n f irm  th e favorab le risk /b enefit 
jud gm ent th at led  to  approval. 
A p p licatio n s for p ro d u cts for serious or 
lif e-threatening  illn esses that provide a 
m eaningfu l th erap eu tic b enefit over 
existin g  th erap y  w ill  receiv e a priority 
ratin g  an d  exp ed ited  rev iew , even when 
n o t co n sid ered  u n d er the accelerated  
ap p ro v al p ro ced u res.

T h e ag en cy  also  w ishes to  clarify that 
w h en ev er an  ap p licatio n  is approved 
u n d er §  3 1 4 .5 1 0  o r §  6 0 1 .4 1 , 
p ostm ark eting  stu d ies confirm ing the 
p ro d u ct’s cl in ical  b enefit w ill  thus be 
req u ired . T h eref ore, in order to  
elim in ate p oten tial confusion, the 
ag en cy  h as am en d ed  § §  314 .510  and 
6 0 1 .4 1  to  clarify  these points.

FD A  also  recog n iz es that over time a 
p articu lar su rrogate, o n ce acceptable as 
a b asis for ap p rov al only  under the 
accelerated  ap p rov al regulations, could 
b eco m e reco g n iz ed  as validated by 
d ef initiv e stu d ies (just as high blood 
p ressu re, for exam p le, over tim e became 
v alid ated  as a surrogate w ith clinical 
sig n if ican ce). In su ch  cases, a future 
ap p licatio n  relying  on such a surrogate 
w o u ld  n o t req u ire postm arketing studies 
co n f irm in g  the surrogate's clinical 
b en efit an d  the ap p lication  w ould be 
co n sid ered  u n d er traditional 
p ro ced u res.

8 . T w o  co m m en ts asked for 
clarif icatio n  o f  th e p hrase “ meaningful
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therapeutic b en ef it o v er existin g  
therapy”  as u sed  in  th e d escrip tio n  of  
w hat drugs th e accelerated  ap p ro v al  

j program sh o u ld  ap p ly  to . S p ecif ically , 
pointing to  an  exam p le d escrib ed  in the 
preamble th at a n ew  th erap y  w o u ld  b e 
eligible for accelerated  ap p rov al if  there  
was “ a clear im p ro v em en t”  o ver 
existing therap y  in  b eing  m o re effective 
or b etter to lerated , o ne co m m en t u rged  
FDA  to clarify  th e  m eaning  o f  “ clear 
im provem ent”  to  d isco u rage ap p lican ts  
of “ m e-too”  p ro d u cts from  w astin g  th e  
agency’s tim e an d  reso u rces b y ap p lying  
for accelerated  ap p ro v al o f  su ch  
products. T h e co m m en t also  ask ed  that 
FDA specify th at if  a n ew  d ru g  is 
approved u n d er th e accelerated  
approval p ro v isio n s b ecau se the drug  
exhibits a “ clear im p ro v em en t”  o v er an  
existing drug th at w as also  granted  
accelerated ap p ro v al, then  sp ecif ic 
restrictions w ill  b e p laced  on  th e p rior 
approved drug to  lim it its u se o nly  to  
patients w ho  can n o t to lerate th e n ew  
drug, or w hose p h y sician s assess th at a 
change to  the n ew  d ru g m ight involv e  
significant risk s to  th e p atien t that 
outweigh the b en ef its. O ne co m m en t 
asked that th e term  “ m eaningful 
therapeutic b en ef it o v er existin g  
therapy”  be in terp reted  an d  co n sisten tly  
applied to  b oth  d rugs an d  b io logical  
products.

FD A  b elieves th at th e exam p les given  
to help clarify  th e p h rase “ m eaningful 
therapeutic b en efit o v er existin g  
therapy”  (ab ility  to  treat u n resp o n sive  
or intolerant p atien ts o r im p rov ed  
response co m p ared  to  av ailab le therap y) 
are readily u n d ersto o d  illu stratio n s o f  
the intent o f  the req u irem en t. A  drug  
that is essen tially  th e sam e as availab le  
treatm ent (w hat th e co m m en t refers to  
as a “ m e to o ”  dru g) w ill  n o t h av e a 
credible claim  to  a m eaningfu l 
therapeutic b en ef it o v er th at existin g  
treatment and  th is sh o u ld  b e easily  
detected.

W ith resp ect to  restrictin g  u se o f  a 
drug p reviously  ap p ro v ed  u n d er 
accelerated ap p rov al p ro ced u res w h en  a 
new drug granted  accelerated  ap p ro v al  
is a clear im p rov em en t o v er the p rior 
approved drug, th is w o u ld  rarely  b e  
appropriate. A lth o u gh , in  so m e  
instances, certain  th erap ies are  
identified as “ seco n d - lin e ,”  th is  
requires essen tially  u n eq u iv o cal  
evidence o f  an  ad van tage o f  altern ativ e  
tnerapy, not lik ely  on  th e b asis o f  a 
surrogate en d p oin t. Lab eling  for b oth  
drugs w ill b e accu rate , h o w ev er, 
allowing p h y sician s to  p rescrib e b oth

e new ly ap p rov ed  d ru g an d  th e p rior 
drug properly.

9. O ne co m m en t ask ed  if  a ch an g e in  
uie route o f  ad m in istration  w o u ld  b e

co n sid ered  as a m eaningful b enefit an d  
w ith in  the sco p e o f  th e p ro p osal.

A  ch an g e in  th e ro u te o f  
ad m inistration  m ay  b e a can d id ate for 
accelerated  ap p ro v al d ep end ing  up on  
the p articu lar ev id en ce p resented .

10 . O ne co m m en t ask ed  if  su b p art E 
d rugs cu rren tly  tind er investigatio n  w ill  
b e co n sid ered  for accelerated  ap p ro val. 
T h e co m m en t assu m ed  th at n ew  drug  
ap p licatio n s (N D A ’s) and  su p p lem en tal  
N D A ’s co n sid ered  for accelerated  
ap p ro val w ill h ave the highest p riority  
for rev iew .

S ub part E drugs w ill b e co n sid ered  for 
accelerated  ap p rov al if  th ey  satisfy  b oth  
elig ib ility  criteria for accelerated  
ap p rov al, i.e ., if  th ey  are b eing  
d evelo p ed  for th e treatm ent o f  serio us or 
lif e-threatening  illn esses an d  the  
p ro d u cts w ill  p ro vid e meaning ful 
th erap eu tic b enefits to  p atients over 
existin g  treatm ent. A s d iscu ssed  ab ove, 
ap p lican ts sh ould  co n su lt w ith  FD A  
early  in the d evelop m ent p ro cess to  
d eterm in e the n atu re o f  th e reg ulatory  
review . Early  co n su ltation s are a critical  
p art o f  sub p art E p ro ced u res. D rugs 
b eing review ed  u n d er accelerated  
ap p ro val p ro ced u res w ill  receiv e high  
p riority  review . H ow ever, ap p lication s  
for drugs for acq uired  
im m u n od ef icien cy  sy nd ro m e (A ID S) 
and  hum an im m u n od ef icien cy  v iru s  
(H IV J-related co n d ition s w ill receiv e the 
h ighest p riority  rev iew .

C . C r it e r ia f o r  A p p r o v al

11. T w o  co m m en ts exp ressed  co n cern  
th at th e p ro p osal d id  n ot p ro vid e  
enough d etail on  w h at co n stitu tes an  
ap p ro p riate su rrog ate end p oint. O ne 
co m m en t recom m en d ed  that FD A  ad op t 
sp ecif ic criteria for w hat co n stitu tes an 
ap p ro p riate surrog ate en d p oin t. T h e  
co m m en t suggested that su ch  criteria 
sh o u ld  in clud e: (1) T h e surrog ate  
en d p oin t m ust b e b io logically  plausib le  
in that it m ust b e co n sisten t w ith  w hat 
is know n ab out the p ath op hysio lo gy  
an d  p ath ogenesis o f  th e d isease; (2) the 
surrog ate en d p oin t m u st b e p resent or 
ab norm al in a large p ercen tage o f  p eop le  
w h o  h ave the d isease; (3) th e surrog ate  
en d p oin t m u st b e a goo d  p red icto r of  
the d isease p ro gression  an d  should  
co rrelate clo sely  w ith  th e sig nificant 
cl in ical  en d p oin t; (4) there should  b e a 
co rrelatio n  b etw een  th e q uan titative  
asp ect o f  th e surrog ate en d p oin t and  the  
p ro gression  o f  th e d isease (e.g ., th e m ore 
severe the d isease, th e m ore d eviant the 
su rrog ate en d p oin t from  n orm al); (5) the 
regressio n  o f  the surrogate en d p oin t 
sh o u ld  b e significantly  asso ciated  w ith  
cl in ical  im p rov em en t (e.g ., tho se w ith  
th e greatest im p rov em en t in  the 
surrogate en d p oin t sh o u ld  also  sh o w  the 
greatest cl in ical  ef fects); co n v ersely , the

lack  o f  regressio n  o f  th e surrog ate 
en d p oin t sh o u ld  b e co m m o n ly  
asso ciated  w ith  a lack  o f  clin ical  
im p rov em en t; an d  (6) th e in cid en ce of  
regressio n  o r im p rov em en t in  the 
surrogate en d p oin t sh o u ld  b e 
significan tly  g reater in treated  than  
u n treated  p atients.

O ne co m m en t ask ed  if  th e use o f  
m icro alb u m in u ria d ata is  a surrogate for 
d iab etic n ep h rop ath y  an d  if  all  drugs 
relying  on  su rrog ate en d p oin ts w ould  b e 
eligib le for accelerated  ap p ro val, e.g ., an 
angiotensin  recep to r antagonist w ith  
p o ten tial u tility  for treatm ent o f  
co n gestiv e h eart failure. T h e com m ent 
also  ask ed  w h at w ou ld  h ap p en if  
p ostm ark eting  stu d ies d em onstrate  
b eneficial ch an g es o f  surrog ate 
en d p oin ts b u t n o t b eneficial c lin ical 
end p oints. T h e co m m en t also  asked if  
FD A  w ill co n sid er pub lishing  
guid elines on w h ich  surrogate 
en d p oin ts w ou ld  b e ap p rop riate for the  
d iseases that m ay  b e affected  b y the 
p ro p osed  ru le. A n o th er co m m en t 
exp ressed  th e b elief  th at there is no  
ev id en ce th at surrog ate end p oin ts are 
n ecessarily  good in d icato rs o f  
th erap eu tic b enefit. T h e co m m en t stated  
that a drug m ay  h av e an effect on  a 
surrogate en d p oin t, b ut w ill n ot m ake 
any clin ical  d if ference b ecau se th e  
ad van ced  stage o f  th e p atien t’s disease  
p reclu d es an y  eff ective therap y  or the 
surrog ate m ark er is n o t sy n ch ro n ou s  
w ith  th e p atien t’s cl in ical  co n d ition .

A n o th er co m m en t asserted  th at the 
req uirem ent to  b ase an  ap p rov al on  a 
su rrog ate en d p oin t th at is “ reasonab ly  
likely, b ased  on ep id em iolo gic, 
th erap eu tic, p ath o p h ysio lo gic, o r oth er 
ev id en ce, to  p red ict clin ical  b enefit 
oth er than su rv ival o r irreversib le 
m o rb id ity ”  is n o t restrictiv e enough to  
assure ad eq uate co n su m er p ro tection . 
T erm s like “ reasonab ly  lik ely ”  and  “ or 
o th er ev id en ce”  allo w  drug  
m an u factu rers to o  m u ch  latitu d e for 
claim in g  th at there is a co rrelatio n  
b etw een surrog ate en d p oin ts affected  by 
th eir drugs and  cl in ical  en d p oints. T he 
co m m ent argued  th at u n til  a co rrelatio n  
b etw een a su rrog ate en d p oin t and  a 
clin ical  en d p oin t h as b een estab lished , 
a p articu lar surrog ate en d p oin t sho uld  
only  be u sed  to  ap p rov e sub seq uent 
d rugs, w ith o u t ad eq uate clin ical  
ev id en ce, if  there is a v ery  strong effect 
o f  the d rug on the surrog ate m ark er or, 
if  th e effect is n o t suff iciently  strong, 
there is an  ad d ition al surrog ate m ark er 
w h ich  co rro b orates the results o f  the 
first.

FD A  inten d s to  p ub lish inform al 
guid an ce co n cern in g  surrogate 
en d p oin ts, b ut d oes n ot b elieve sp ecif ic 
req uirem ents for an  ap p ro p riate  
surrogate should  b e sp ecif ied  b y
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reg ulatio n . A n y  giv en  sp ecif icatio n s  
m ay n ot b e ap p licab le to  a p articu lar 
case. Fo r exam p le, th e thoughtful 
suggested criteria su p p lied  b y the  
co m m en t w o u ld  rarely , i f  ev er, b e 
ap p licab le to  th e f irst ef fective d ru g for 
a d isease, b ecau se criterio n  5 req uires 
that reg ression  o f  th e su rrogate en d p oin t 
b e asso ciated  q u an titatively  w ith  
clin ical  im p rov em en t. If  th ere had  n ev er 
b een ef fective treatm en t, th is w ou ld  
n ev er b e k now n. Y et th e surrogate co u ld  
b e p ersu asiv e on  o th er gro u n d s, su ch  as  
a w ell-d o cu m en ted  etio lo g ic relatio n . In 
g eneral, it is lik ely  th at one o r an oth er 
strongly  su p p o rtive p iece o f  ev id en ce  
m ight outw eig h gap s in  o th er areas.

In d evelop in g  inform al g u id an ce on  
surrog ate en d p oin ts, FD A  w ill  co n sid er 
the suggestions in th is co m m en t. 
In terested  p erso n s w ill  h av e an  
o p p o rtun ity  to  co m m en t on any  
g uid an ce d o cu m en ts in th is area 
d evelo p ed  b y  th e agency . In so m e cases, 
n ew  o r rev ised  d rug  class, o r d isease-  
sp ecif ic, cl in ical  g u id elin es m ay  refer to  
surrog ate en d p oin ts. FD A  is  not 
p rep ared , at th is tim e, to  co m m en t on  
th e accep tab ility  o f  an  en d p oin t th at it 
h as n ot sp ecif ically  co n sid ered , e.g ., 
m icro alb u m in u ria.

T h e f inal reg u latio n s m ak e it clear 
that n ot all  d rugs su b m itted  for ap p rov al  
b ased  on  surrogate en d p oin t d ata are 
eligib le for accelerated  ap p ro v al  
(§ §  3 1 4 .5 0 0  an d  6 0 1 .4 0 ). T h e drug in

C 'io n  m u st b e for a serio u s o f  life-  
tening  co n d itio n  an d  m u st p ro vid e  

m eaningful th erap eu tic b en efit o ver 
existin g  therap y . In th e case  o f  an  
an giotensin  recep to r an tag o nist p osed  
b y th e co m m en t, there is existin g  
d o cu m en ted  life-p ro longing  treatm en t 
for co n g estiv e h eart failure. A n  
ap p licatio n  for a n ew  ag ent, to  b e 
eligib le for accelerated  ap p rov al, w ou ld  
h ave to  sh o w  p oten tial b en efit o v er 
availab le th erap y  as w ell  as id entify  a 
reasonab le surrogate en d p oin t. T h is is 
p ro b lem atic sin ce n o  accep ted  su rrog ate  
en d p oin t for stu d ies to  treat co n gestiv e  
h eart failu re h as b een  id entif ied  to  date. 
Fo r exam p le, so m e d rugs w ith  favorab le 
ef fects on  h em o d y n am ic m easu res in  
h eart failure p atien ts h ave b een  
clin ically  inef fectiv e.

T h e reg u latio n s are clear in req uiring  
th at, for d rugs ap p rov ed  u n d er th ese  
p ro vision s b ased  on  su rrogate 
en d p oin ts, th e p ostm ark eting  stu d ies  
m u st sh o w  cl in ical  b en efit, n ot just the  
p rev io u sly  sh o w n  ef fect on  th e surrog ate 
(§ §  3 1 4 .5 1 0 , 3 1 4 .5 3 0 , 6 0 1 .4 1 , an d  
6 0 1 .4 3 ).

S urrogates, o r p ro p o sed  surrogates, 
are n o t alw ay s good , n o r n ecessarily  
b ad , in d icato rs o f  th erap eu tic b enefit 
an d  m u st b e judged on  a case-b y -case  
b asis. Ev en  v ery  good  surrogates m ay

n o t b e p erf ect: Blood  p ressu re low ering  
h as b een a b etter p red icto r o f  eff ect on  
strok e than on  co ro n ary  artery  d isease, 
ch o lestero l low ering  h as h ad  a clearer 
effect on co ro n ary  artery  d isease than  on  
surv ival. M oreover, a surrog ate m ay  b e 
p ersu asiv e for a p h ase o f  d isease w ith  
sh o rt exp ected  su rv ival b ut m u ch  less so  
in an  earlier p h ase o f  th e d isease. 
C au tion is alw ay s ap p rop riate in  
evalu atin g  surrog ate en d p oin ts an d  the  
p articu lar th erap eu tic setting  sh o u ld  
alw ay s b e co n sid ered . T h e agency  
b eliev es th at th e ev alu atio n  o f  surrog ate  
en d p oin t d ata and  th e safeguard s b uilt 
into  these accelerated  ap p ro val  
p ro ced u res w ill p ro vid e ad eq uate 
co n su m er p ro tection .

12 . O ne co m m en t exp ressed  co n cern  
that if  there is no  accep ted  surrog ate  
en d p oin t, an ap p lican t’s o nly  op tion  is  
to  co n d u ct a stu d y  usin g  so m e clin ical  
ev en t as an  en d p oin t, w h ich  m ay  result 
in long, large stud ies that d elay  
ap p ro v al to  th e d etrim ent o f  p atien ts  
and  sp onso rs. O ne co m m en t suggested  
as  an  altern ativ e th at FD A  p erm it 
ap p ro v al o f  a drug b ased  on a stud y  
using  a clin ical  en d p oin t, b ut accep t a 
less rigoro us stan d ard  o f  statistical  
sig nif ican ce, e.g ., 0 .2 0  o r 0 .1 5  instead  o f  
0 .0 5 . T h e co m m en t further suggested  
that th e sp o n so r co u ld  then co m p lete  
p ostm ark etin g  stu d ies to  estab lish  
statistical sig nif ican ce at co n v en tio n al  
levels. T h e co m m en t argued  th at this  
altern ativ e is to tally  co n sisten t w ith  
FD A ’s w illingness to  accep t greater 
u n certain ty  in ap p roving  drugs for 
serio u s an d  life- threatening  illnesses.

T h e in ten t o f  the ru le is to  allo w  FD A  
to  utiliz e a p articu lar kind  o f  ev id en ce, 
an effect on a su rrog ate en d p oin t, as a 
b asis for ap p ro val, and , w here  
ap p rop riate, to  en su re that rem ainin g  
doub ts ab out th e relatio nsh ip  o f  the 
effect on  th e surrog ate to  clin ical  b enefit 
are reso lved  b y ad d ition al ad eq uate an d  
w ell-con tro lled  stu d ies w ith  clin ical  
en d p oin ts. T h e ru le is n ot inten d ed  to  
p lace into  th e m ark et d rugs w ith  little  
ev id en ce o f  usefulness. A lthough there  
is n o  statu to ry  req uirem ent for 
significan ce testing  o f  any  p articu lar 
v alu e, there are w ell-estab lish ed  
co n v en tio n s for assessin g  statistical  
sig nif ican ce to  su p p o rt th e statu to rily  
req uired  co n clu sio n  that the w ell-  
co n tro lled  stu d ies h ave d em o nstrated  
th at a drug w ill h ave the eff ect it is 
rep resented  to  have. T h ere is n othing  
ab out serio u s o r life- threatening  
d iseases th at m ak e th em  uniq uely  
d if ficult to  stud y. A  m eaningful effect 
on su rv ival o r m orb id ity  w h ere there is 
no  eff ectiv e th erap y  sh o u ld  b e read ily  
d iscern ed . S u ch  stu d ies n eed  b e long  
and  large only  w hen the eff ect is  sm all 
o r d if f icult to  d etect. In th at event,

p ro p er assessm en t o f  b enefit, and valid 
w eighing  o f  its relatio n  to  risk , is 
esp ecially  critical .

13 . O ne co m m en t ask ed  that FD A  
clarify  th at o ne stu d y  co u ld  b e the basis 
o f  ap p rov al an d  th at o n e postmarketing 
stu d y  sh o u ld  b e all th at is needed to 
estab lish  th e link  b etw een  the endpoint 
u sed  for ap p ro v al an d  so m e relevant 
cl in ical  b enefit.

FD A  interp rets the statu te, and good 
scien ce , as req uiring  at least tw o  
ad eq uate and  w ell -con tro lled  studies to 
estab lish  eff ectiveness. In som e 
in stan ces, d ru gs h av e b een approved on 
th e b asis o f  a single w ell-controlled  
stu d y : th is h as b een d one w here the 
stu d y  w as o f  excellen t design , showed 

. a high d egree o f  statistical significance, 
inv o lv ed  m u ltip le  stu d y  centers, and 
sh ow ed  so m e ev id en ce of  internal 
rep licab ility , e .g ., sim ilar effects in 
m ajor stu d y  sub sets. FD A  encourages 
ap p lican ts to  d iscu ss w ith  FD A  early in 
a d ru g ’s d evelo p m ent the b asis for the 
ap p lican t’s ch o ice  o f  a sp ecif ic endpoint 
an d , w here ap p licab le, the b asis for its 
b elief  th at a single stud y  w ould be a 
suff icient b asis for ap p roval. W ith  
resp ect to  p ostm ark etin g  studies, FDA  
an ticip ates th at the req uirem ent will 
u su ally  b e m et b y stud ies already  
u n d erw ay  at the tim e o f  approval. A s 
stated  in  the p ro p osed  ru le, the 
req u irem en t for an y  ad ditional study to 
d em o nstrate actu al clin ical benefit will 
n ot b e m ore stringent than those that 
w ou ld  n orm ally  b e req uired  for 
m ark eting  ap p rov al o f  the sam e drug for 
th e sam e claim .

14. O ne co m m en t exp ressed  concern
th at th e p ream b le to  the proposed rule 
im p lied  th at a sp o n so r o f  an A ID S drug 
m ight h ave to  d o a postm arketing study 
to  estab lish  an effect on survival after 
sh ow ing  an effect on su ch  endpoints as 
w eight or in cid en ce o f  opportunistic 
inf ectio n  ( 5 7  FR  1 3 2 3 4  at 1 3 2 3 5 - 1 3 2 3 6 ) . 

T h e co m m en t stated  that FD A ’s own 
ad viso ry  co m m ittee ind icated  that it 
w as p leased  to  see an effect from a 
n u cleo sid e an alo gue on the incidence of 
o p p o rtu n istic infectio ns w ith AIDS 
p atien ts b u t d id  not suggest that further 
w ork  sh o u ld  b e d one to show  an effect 
on m ortality . T h e co m m en t argued that 
in so m e cases d irect correlatio n with 
cl in ical  en d p oin ts su ch  as m ortality is 
d if ficult to  p ro ve and  urged FD A  to be 
f lexib le on  th is issue to  encourage 
sp o n so rs to  go through the accelerated 
ap p ro v al p ro cess. . ,  ,

O rd in arily , an effect on a meaningtui 

clin ical  en d p oin t, e.g ., on rate of  

o p p o rtu n istic in fectio ns in A ID S, is a 

su ff icien t b asis for ap p roval w ithout 

n eed  for fo llow up  studies. O ther 
en d p o in ts, how ev er, m ight leave major 

q uestio n s u n answ ered . For example* a
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modest effect on  w eig h t gain  in A ID S  
w ithout o th er d em o nstrated  b en efit, if  
considered an ad eq uate b asis for 
approval, w h ile a clin ical  en d p o in t, 
might leave suff icient d ou b t as to  th e  
ultim ate valu e o f  th e ef fect so  th at 
further stud ies w ou ld  b e n ecessary . FD A  
intends to  interp ret th is p ro vision  o f  th e  
regulations w ith  f lexib ility . T h is  
provision sh o u ld  also  serve as a 
rem inder, h o w ev er, th at for life-  
threatening d iseases, the u ltim ate aim  o f  
therapy is im p rov ed  su rv ival as w ell as 
im proved sym p tom s.

15. O ne co m m en t ask ed  FD A  to  
clarify w hat a sp o n so r's  ob ligation is to  
continue sup p lying  m ed icatio n  on a 
com passionate b asis if  cl in ical  eff icacy  
is not d em onstrated  to  FD A 's  
satisfaction in  p ostm ark eting  stu d ies b ut 
individual p atien ts ap p ear to  b e  
benefiting from  u se o f  th e drug.

Sponsors are n ot ob ligated to  sup p ly  
drugs on a " co m p assio n ate b asis.”  
W hether, i f  cl in ical  stu d ies did  not 
show ef fectiv eness, fu rth er availab ility  
of the drug w o u ld  b e ap p rop riate u n d er 
any m echan ism  w o u ld  b e d eterm in ed  
case-by-case.

D. P ro m o t io n al M ate r ials

16. T hree co m m en ts asserted  that 
requiring ad v an ce su b m issio n s o f  
prom otional m aterials is b oth  b eyo nd  
FD A ’s statuto ry  au th o rity  and  is 
unnecessary. A lth o u gh  FD A  stated  in  
the proposal th at it d oes n o t intend  
specifically to  ap p ro v e p ro m otio n al  
materials, tw o  co m m en ts co n ten d ed  that 
is the likely ef fect o f  ad v an ce  
submission. T h e co m m en t cited  sectio n  
502(n) o f  the act (21 U .S .C . 352(n )), 
which p ro vid es th at n o  regulatio n  
prom ulgated u n d er th at p ro vision  sh all  
require p rior FD A  ap p rov al o f  the 
content o f  an y  ad v ertisem en t " e xce p t in  
extraordinary circu m stan ces ,”  and  
asserted that the " extrao rd in ary  
circum stances”  language w ou ld  not 
apply to drugs ap p rov ed  u n d er th e  
accelerated ap p rov al p ro gram . O ne 
comment argued  th at sub m issio n  o f  
prom otional m aterial p rio r and  
subsequent to  ap p rov al is u n w arranted  
when dealing w ith  treatm en ts for 
serious or lif e-threaten ing  illn esses  
where d issem in atio n  o f  th e m o st cu rren t 
and tim ely inform ation  is im p ortan t to  
the treating p h y sician . O ne co m m en t 
questioned w h y  th ere w o u ld  b e any  
greater lik elihood  o f  m islead in g  
Prom otional claim s for p ro d u cts  
A pproved u n d er th e p ro p o sed  
accelerated ap p rov al p ro cess than  for 
«rugs intend ed  to  treat serio u s o r life-  
threatening d iseases th at are ap p rov ed  
under the n orm al N D A  p ro ced u res. T h e  
comment also  exp ressed  th e h o p e that 
the proposed req u irem en t for ad v an ce

sub m ission o f  p ro m otio n al m aterials  
w as not b ased  up on an assu m p tion  that 
p ro m otio n al m aterials for drugs 
intend ed  to  treat serio u s d iseases are  
m ore likely to  b e m islead ing  than  
p ro m otio n al m aterials for o th er ty p es o f  
drugs b ecau se an y  su ch  assum p tion  
w ou ld  b e unfound ed . O ne co m m en t 
argued that if  an  ad vertisem en t or 
lab eling is in accu rate , th e p ro d u ct is  
m isb rand ed  and  FD A  co u ld  then ob tain  
in ju n ctiv e relief , seize the p ro d u ct, an d /  
o r in itiate crim in al p roceed in gs.
A n o th er co m m en t co n sid ered  req uiring  
ad v an ce sub m ission o f  p ro m otio n al 
m aterials unreaso nab le b ecau se 
co m p an ies are n ot req uired  to  du so  
n ow . O ne co m m en t q uestio ned  th e legal 
au th o rity  for req uiring  p resu b m issio n  o f  
p ro m otio n al m aterial follow ing  
ap p ro val o f  a drug p ro d u ct, and  the  
reason  for th e req uirem ent.

T h e agency  b eliev es th at the 
req uirem en ts for sub m ission of  
p ro m otio nal m aterials in th e co n text o f  
accelerated  ap p ro val are au th orized  b y  
statu te. S ub sections 505(d )(4) and  (d )(5) 
o f  th e act p ro vid e that, in d eterm ining  
w heth er to  ap p rov e a drug as safe and  
effective, th e ag ency  m ay  co n sid er not 
only  inform ation  su ch  as d ata from  
clin ical  stud ies b ut also  " an y  oth er 
in form ation ”  relevan t to  safety and  
ef fectiv eness u n d er the p ro p osed  
co n d ition s o f  u se. S uch inf orm ation  
w ou ld  inclu d e inform ation ab out h ow  
th e drug w ould  b e p ro m oted . In 
d eterm in ing  w heth er the drug ’s 
p ro p o sed  labeling w ou ld  b e " f alse o r 
m islead in g ”  u n d er sectio n  505(d )(7) o f  
th e act, th e agency  is sim ilarly  
au th orized  to  evaluate " al l  m aterial  
f acts”  d uring  th e ap p ro val p ro cess, 
includ in g  the facts ab out p rom otion.

FD A  is also  auth orized  by sectio n  
505(k ) o f  the act to  req uire rep orting  o f  
in form ation  sub seq uent to  ap p ro val  
n ecessary  to  enab le the agency  to  
d eterm in e w h eth er there m ay b e 
gro u n d s for w ithd raw ing  the ap p roval. 
A m ong the g round s for w ithd raw al  
sp ecif ied  in sectio n  505(e) o f  th e act are  
th at th e ev id en ce rev eals th e drug is n o t 
show n to  b e safe and  effective u n d er its  
co n d itio n s o f  u se. In ad d ition , drug  
ap p ro val m ay  b e w ith d raw n  if  
in form ation  sh ow s the lab eling  to  b e  
false o r m islead ing . Inform ation on h ow  
th e d ru g w ill b e p ro m oted  is again  
relevan t to  w h eth er the d ru g ’s m ark eting  
ap p rov al sh ould  b e w ith d raw n . S ection  
701(a) o f  th e act (21 U .S .C . 371(a)) 
gen erally  au th o riz es FD A  to  p ro m ulg ate  
reg u latio n s for th e ef f icient en fo rcem en t 
o f  the act.

Fo r b io logical p ro d u cts, ad d ition al  
au th o rity  in sectio n  351  o f  th e PH S  A ct 
(42  U .S .C . 2 6 2 ) au th o riz es the 
p ro m ulg ation  o f  regulatio ns d esigned  to

en su re th e co n tin u ed  saf ety , p u rity , and  
p o ten cy  o f  th e p ro d u cts. T h e co n ten t of  
p ro m otio n al m aterials is  im p ortan t to  
th e co n tin u ed  safe an d  eff ectiv e use o f  
b io logicals.

T herefore, th e p ro vision s o f  th e final 
ru le req uiring  sub m issio n  o f  
p ro m otio n al m aterials p rio r to  ap p roval 
u n d er the accelerated  ap p rov al  
p ro ced u res and  sub seq uent to  su ch  
ap p ro v al are au th o rized  hy statutory  
p rovisions. FD A  m ight also  inv oke the 
au th o rity  o f  sectio n  502(n ) o f  th e act (21  
U .S .C . 352(n )) to  req uire p rio r ap p roval  
o f  the co n ten t o f  an y  p rescrip tion  drug  
ad vertisem en t in  " extrao rd in ary  
circu m stan ces.”  W h eth er FD A  co u ld  
ap p rop riately  rely  on  sectio n  502(n ) o f  
th e act in  p ro m ulgatin g  § §  3 1 4 .5 5 0  an d
6 0 1 .4 5  n eed  n o t b e d eterm in ed , 
how ev er, b ecau se FD A  is n o t rely ing  
up on sectio n  502(n ) o f  the act as legal 
au th o rity  for these (o r an y  other) 
sectio n s o f  th e accelerated  ap p ro val  
reg ulatio ns.

T h e agency  b eliev es th at ad van ce  
su b m issio ns o f  p ro m otio n al m aterials  
for accelerated  ap p rov al p ro d u cts are 
w arran ted  u n d er th e accelerated  
ap p ro v al circu m stan ces. T h e sp ecial  
circu m stan ces u n d er w h ich  drugs w ill  
b e ap p ro ved  u n d er these p ro vision s and  
th e p ossib ility  that p ro m otio n al  
m aterials co u ld  ad versely  affect the 
sen sitive risk /b en efit b alan ce justify  
rev iew  o f  p ro m otio n al m aterials b efore 
and  after ap p ro val. Fo r exam p le, if  the 
p ro m otio n al m aterials exaggerate the 
know n b enef its o f  th e drug, w id er and  
inap p ro p riate u se o f  the drug co u ld  be 
en co u raged , w ith  harm fu l results.

S im ilarly , high  risk  d rugs that are  
ap p ro ved  b ased  on postm ark eting  
restrictio n s w ou ld  n o t h ave b een  
ap p rov ed  for u se w ith ou t those  
restrictio n s b ecau se th e risk /b enefit 
b alan ce w ou ld  n o t justify su ch  
ap p ro val. If  p ro m otio n al m aterials w ere 
to  u n d erm in e the postm ark eting  
restrictio n s, th e health  and  safety  of  
p atien ts co u ld  b e greatly  jeop ard ized .

A lthough there is p oten tial harm  from  
an y  m islead in g  p ro m otio n , and  there is 
n o  reason  to  b elieve im p ro p er 
p ro m otio n  is m ore likely in th is setting  
than  in o th ers, the risk /b enefit b alance 
is esp ecially  sen sitive in th is setting. 
T h e relativ ely  sm all  d ata b ase availab le 
and  the m in im al p ub lished  inf orm ation  
av ailab le also  can  co n trib u te to  m aking  
th e p h ysician  an d  p atien t p op ulations 
p articu larly  vulnerab le un d er 
accelerated  ap p ro val circu m stan ces.

R elian ce on  co u rt actio n s (su ch  as 
seizu res, in ju n ctio n s, and  crim in al  
p ro secu tio n s) can  b e effective in ending  
false p ro m otio n s, b ut can  only  b e 
in itiated  after the fact, w hen  harm  has 
alread y  o ccu rred . C orrectiv e efforts can
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b e help fu l b u t are alw ay s so m ew h at 
d elay ed . U n d er th e circu m stan ces o f  
accelerated  ap p rov al, FD A  b eliev es th at 
it is far p referab le to  av o id  p ro b lem s b y  
review ing  th e p ro m o tio n al m aterials in  
ad v an ce o f  d ru g  ap p ro v al an d  o f  
d issem in atio n  o f  m e  m aterials .

17 . T w o  co m m en ts su p p o rted  the  
p ro vision  ab out su b m issio n  o f  
p ro m otio n al m aterials. O ne co m m en t 
urged  the ag en cy  to  req u ire th at sp ecif ic 
p atien t in f orm ation  b e in clu d ed  in  
p ro m otio n al m aterials to  in d icate  th e  
feet th at th e d ru g ’s  cl in ical  b en ef it h as  
n ot y et b een  estab lished . Fo r d ru gs  
ap p ro ved  u n d er th e restricted  u se  
p ro vision , th e co m m en t reco m m en d ed  
that th e lab eling  sp ecif y  in  d etail the 
exact restrictio n s p laced  o n  th e drug. In 
b oth  cases, th e co m m en t reco m m en d ed  
th at th is p atien t in f orm ation  ap p ear as  
b o xed  w arnin gs.

S ectio n  502(n ) o f  th e act and  
regulatio ns at §  202 .1(e)(1) (21 C FR  
202 .1(e)(1)) req u ire p rescrip tio n  drug  
ad vertisem en ts (p rom o tio n al m aterial) 
to  co n tain , am ong  o th er thin gs, a tru e  
statem en t o f  inf orm ation  in  b rief  
su m m ary  relatin g  to  s id e  effects, 
co n train d icatio n s, an d  ef fectiv eness, 
w h ich  w o u ld  in clu d e w arn in g s, 
p recau tio n s, an d  lim itatio n s on  u se. T h e  
inform ation  in  b rief  su m m ary  relatin g  to  
sid e eff ects , co n train d icatio n s, an d  
eff ectiveness is req u ired  to  b e b ased  
so lely  on th e ap p ro v ed  lab eling. 
T h erefore, to  the exten t th at a d ru g ’s 
lab eling  ref lects th e exten t o f  clin ical  
exp o su re an d  in clu d es ap p rop riate  
w arn in gs, a d ru g ’s p ro m o tio n al m aterial  
w ou ld  also  in clu d e th is in form ation .

FD A  reg u latio n s gov erning  
p rescrip tio n  d ru g lab eling  (21 C FR  
2 0 1 .5 6  an d  2 0 1 .5 7 ) req u ire th at serio u s  
ad verse reactio n s an d  p o ten tial safety  
h az ard s, as w ell  as lim itatio n s in  u se  
im p osed  b y  th em , b e in clu d ed  in  the 
“ W arn ing ”  sectio n  o f  th e lab eling. In the 
case o f  ap p ro v al b ased  u p o n  eff ect o n  a 
su rrog ate m id p oint, th e “ In d icatio n s an d  
U sage”  sectio n  o f  th e lab eling  w o u ld  
ref lect th e n atu re o f  th e d em o n strated  
ef f e ct If  th e ap p rov al is  b ased  on use  
restrictio n s, th e lab el w o u ld  also  sp ecif y  
th e restrictio n s.

FD A  m ay  req u ire b o xed  w arn in gs if  
there are sp ecial  p ro b lem s asso ciated  
w ith  a dru g, p articu larly  th o se th at m ay  
lead  to  d eath  o r serio u s injury  (21 C FR  
2 0 1 .5 7 (e )). T h e ag en cy  d oes n o t agree  
that in form ation  related  to  cl in ical  
b enefit o r u se restrictio n s for accelerated  
ap p ro v al d rugs w o u ld  n ecessarily  
alw ay s req u ire a b o xed  w arn ing .

A s in d icated  b y  § §  3 1 4 .5 5 0  and

5 0 1 .4 5  o f  th e f inal ru le, ap p lican ts w ill  
b e req u ired  to  su b m it p ro m otio n al  
m aterials p rio r to  ap p ro v al an d  in  
ad v an ce o f  d issem in atio n  su b seq uent to

ap p rov al w h eth er th e p ro d u ct is a n ew  
drug, an  an tib io tic, o r a b io log ical  
p ro d u ct.

18 . O ne co m m en t co n ten d ed  th at FD A  
rev iew  an d  ap p rov al o f  al l  p ro m otio n al  
p ieces b efore th eir u se w ill  ind efinitely  
d elay  p ro d u ct m ark etin g  cam p aig n s and  
o th er p atien t an d  p h y sician  ed u catio n al  
activ ities , w h ich  are essen tial to  m ark et 
a p ro d u ct, thereb y  sig nificantly  
d im in ish ing  the ad vantage o f  secu rin g  
an early  ap p rov al for th e ap p l ican t T h e  
co m m en t fu rther co n ten d ed  th at the  
req u irem en t to  su b m it “ all  p ro m otio n al  
m aterials * * * inten d ed  for 
d issem in atio n  o r p u b licatio n  up on  
m ark eting  ap p ro v al”  w ill b e o verly  
b u rd en so m e lor FD A  an d  w ill  
u n n ecessarily  slo w  d o w n  th e p ro cess for 
rev iew  o f  all  m aterials , n o t ju st th o se for 
p ro d u cts su b ject to  th is p ro p o sed  ru le. 
T h e co m m en t reco m m en d ed  th at FD A  
o nly  req uest for rev iew  th e p rim ary  
ad vertisin g  p ieces, su ch  as the  
in tro d u cto ry  letter to  p h y sician s, th e  
m ain d etail p iece, an d  th e m ain  jou rnal  
ad vertisem en t, b u t n o t th e seco n d ary  
m aterials, e .g ., a letter to  p h arm acists , of  
th e initial p ro m otio n al cam p aig n .

A s p rev io u sly  d iscu ssed  in  th is  
p ream b le, FD A  w ill b e rev iew ing  an  
ap p lican t’s p lan n ed  p ro m otio n al  
m aterials b oth  p rior to  ap p ro v al o f  an  
ap p licatio n  (reflecting  th e initial  
cam p aig n) an d  sub seq uent to  ap p ro v al  
to  ascertain  w h eth er th e m aterials m ight 
ad versely  aff ect the d ru g ’s sen sitive  
risk /b en efit b alan ce. B ecau se all 
p ro m otio n al m aterials , in clu d in g  those  
referred  to  b y  th e co m m en t as  
“ seco n d ary ”  m aterials, can  h ave  
sig nificant ad verse eff ects if  th ey  are  
m islead in g , th e ag en cy  d oes n o t agree 
that su ch  m aterials sh o u ld , as a m atter 
o f  co u rse, n o t b e req u ested  for rev iew . 
Insofar as su ch  m aterials m ay  b e  
d irectly  d erived  from  th e in tro d u cto ry  
letter to  p h y sician s, o r o th er m aterials  
ch aracteriz ed  b y  th e co m m en t as  
“ p rim ary ”  m aterials, th e ad d ition al tim e  
to  rev iew  th e d erivativ e m aterials  
sh o u ld  n o t b e exten sive.

T h e ag en cy  d oes n ot agree w ith  the  
co m m en t’s co n ten tio n  th at the 
req u irem en t to  su b m it all  p ro m otio n al  
m aterials p rim  to  an d  sub seq uent to  
ap p ro v al w ill ind efin itely  d elay  
m ark eting  cam p aig n s and  ed u catio n al  
activ ities o r b e o verly  b u rd en so m e to  
FD A  review ers. FD A  is co m m itted  to  
rap id  rev iew  and  ev alu atio n  o f  all  d rugs  
co n sid ered  tor ap p ro v al u n d er th is ru le  
an d  w ill p ro m p tly  rev iew  the  
p ro m otio n al m aterials .

19. O ne co m m en t sug gested  a p assiv e, 
tim e- lim ited  clearan ce sy stem  for 
rev iew  o f  ad vertising  after th e initial  
p ro m otio n al cam p aig n  su ch  as th at used  
for rev iew  o f  IN D ’s, w h ich  w o u ld  allo w

th e sp o n so r to  p ro ceed  to  use  
p ro m o tio n al m aterials after an allotted 
tim ef ram e, su ch  as  3 0  d ays, unless 
o th erw ise n otif ied  b y  FD A .

A s in d icated  fay th is com m ent and 
o th ers, ad d itio n al clarif icatio n  regarding 
b oth tim in g  an d  co n ten t o f  the 
su b m issio n s o f p ro m o tio n al  materials 
seem s usefu l. T herefore, the agency is 
revisin g  p ro p o sed  § §  3 1 4 .5 5 0  and

6 0 1 .4 5  to  m ak e it clear that, unless 
o th erw ise inform ed  b y the agency, 
ap p lican ts m u st su b m it during the 
p reap p rov al rev iew  p eriod  cop ies of ail 
p ro m o tio n al m aterials intended for 
d issem in atio n  o r p ub licatio n  w ithin the 
f irst 120  (toys fo llow ing m arketing 
ap p rov al. T h e in itial  prom otional  
cam p aig n , so m etim es referred to as the 
“ lau n ch  cam p aig n ,”  often has a 
significan t eff ect on  th e clim ate of  use 
for a n ew  p ro d u ct. A s d iscu ssed  
elsew h ere in  th is p ream b le, the risk/ 
b enefit b alan ce o f  accelerated  approval 
p ro d u cts is  esp ecially  sensitive, and 
inap p ro p riate p ro m otio n  m ay adversely 
affect th e b alan ce w ith  resulting harm.

T h ere m ay  b e so m e instances in 
w h ich  p ro m otio n al m aterials that had 
n ot b een co m p leted  an d  sub m itted by 
th e ap p lican t p rio r to  app roval would be 
b en ef icial in  fostering  safe and effective 
u se o f  th e p ro d u ct d uring  the first 120 
days. U n d er rev ised  § §  3 1 4 .5 5 0  and 
6 0 1 .4 5 , FD A  w o u ld  h ave the discretion 
to  co n sid er su ch  m aterials at a later 
tim e. A n  ap p lican t w h o  req uested  
p erm issio n  to  in clu d e additional 
m aterials am ong  th o se dissem inated  
w ith in  the f irst 120  d ays following 
p ro d u ct ap p ro v al w ou ld  b e notified of 
FD A ’s d eterm in atio n . If  FD A  agreed that 
d issem in atio n  o f  su ch  m aterials was 
accep tab le, th e m aterials co uld  then be 
d issem in ated  o r p ub lished  upon 
n otif icatio n .

Fo r p ro m otio n al m aterials intended 
for d issem in atio n  sub seq uent to the 
in itial  1 2 0  d ays u n d er § §  314 .550  and
6 0 1 .4 5  FD A  w o u ld  review  the submitted

m aterials w ith in  30  d ays o f  receipt. This 

30-d ay  p erio d  is  m eant to  b e time- 
lim ited,- so  th at th e ap p licant w ill be 

assu red  o f  n o  u n n ecessary  delay, ft will 

b e im p ortan t for th e ap p licant to 

id en tify  th e m aterials b eing submitted 

ap p ro p riately , so  that it is clear that the 

m aterials are sub ject to  the 30-day  

rev iew  p erio d . T h e agency  intends to 

rev iew  all su ch  m aterials prom ptly, and 

to  n otify  th e ap p lican t o f  any identified 

p ro b lem s as soon  as possib le. The 

ag en cy  exp ects  that, i f  the agency 

n otifies th e ap p lican t o f  significant 
ob jection s to  th e p ro p osed  materials, no
m aterials w ill b e dissem inated  or

p u b lish ed  u n til  th e ag en cy ’s objections 

are reso lv ed . T h e ap p lican t should plan 

to  allo w  suff icient tim e after receiving
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FDA’s co m m en ts for resolving  
differences an d  inco rp o ratin g  req uested  
changes in th e su b m itted  m aterials p rior 
to d issem ination o r p u b licatio n .

W hen FD A  rem o v es the req uirem ent 
for ad vance sub m issio n  o f  p ro m otio n al  
material, the ag en cy  w ill  co n tin u e to  
offer a p ro m p t rev iew  o f  all v o lu ntarily  
submitted p ro m otio n al m aterial.

E. P o s tm arke t in g  R e s t r ic t io n s

FD A  receiv ed  m an y  co m m en ts on  the 
proposed req u irem en t to  lim it 
distribution to  certain  f acilities o r 
physicians w ith  sp ecial  train in g  or 
experience, o r co n d itio n  d istrib utio n  on  
the p erform ance o f  sp ecif ied  m ed ical  
procedures if  su ch  restrictio n s are 
needed to  co u n terb alan ce th e d ru g ’s 
known safety co n cern s.

20. S everal co m m en ts q uestio ned  
FD A ’s auth ority  to  im p ose restrictio n s  
on distribution o r u se after an ap p ro ved  
drug is m ark eted . T w o  co m m en ts  
disagreed w ith  th e statu to ry  p ro vision s  
cited b y FD A  in th e p ro p o sed  ru le as its  
authority to  im p ose restrictio n s on  
distribution o r u se statin g  th at th ey  refer 
only to FD A ’s g eneral au th o rity  to  
ensure that d rugs are n o t m isb ran d ed , 
which is an en tirely  sep arate issue. 
A nother co m m en t arg u ed  th at sectio n  
503(b) o f  th e act (21 U .S .C . 353(b ))

contem plates th at th e issu es w arran tin g  
a restriction as to  d istrib utio n  are n ot 
factors in w h eth er a d ru g  p ro d u ct is  
" safe”  for p u rp oses o f  ap p rov al, b ut 
rather only w h eth er th e p ro d u ct m u st b e 
limited to  p rescrip tio n  statu s. T w o  
com m ents said  th at, in  th e ab sen ce o f  
specific statuto ry  au th o rity , th e co u rts  
clearly hav e refu sed  to  p erm it FD A  to  
impose restrictio n s on  d istrib utio n  and  
cited A m eric an  P h ar m ac e u t ic a l 
A sso c iatio n  (A P hA )  v . W ein b erg er , 377
F. Supp. 8 2 4 , 8 2 9  n . 9  (D .D .C. 1 9 7 4 ),

° f f d  su b  n o m . A P hA  v . M ath ew s , 5 3 0

F.2 d  1054 (D .C. C ir 1 9 7 6 ), a case  _ 
concerning co n d itio n s p laced  on  the  
approval o f  th e d ru g m eth ad o n e.

Som e co m m en ts asserted  th at p lacin g  
restrictions on  th e d istrib u tio n  o f  an  
approved drug to  o nly  certain  facilities  
or physicians, o r restrictin g  u se to  
certain m ed ical p ro ced u res interf eres 
with the p ractices o f  m ed icin e and  
pharm acy, w h ich  th e co m m en ts  
contended FD A  d oes n ot h av e th e  
authority to  regulate.

The agency  b eliev es th at th e  
restrictions to  en su re safe u se

contem plated for ap p ro v als u n d er 
§§ 314 .520  an d  6 0 1 .4 2  are au th o riz ed  b y  
statute. A s d iscu ssed  in  th e p ream b le to  
the prop osed  ru le (5 7  F R 1 3 2 3 4  at 
13237), sectio n s 5 0 1 , 5 0 2 ,5 0 3 ,  5 0 5 , an d  

act p ro v id e b ro ad  au th o rity  
tor FD A  to  issu e reg u latio n s to  help

assure the safety  an d  eff ectiveness o f  
n ew  drugs.

T h e ag ency  d oes n ot agree w ith  th e  
co m m en ts’ co n ten tion  th at the 
m isb rand ing  p ro vision s o f  th e act are  
irrelevant. S ection  502(a) o f  the act 
p ro hib its false o r m islead ing  lab eling o f  
d rugs, in clud in g  (un d er sectio n  201(n) 
o f  the act) failure to  rev eal m aterial facts 
relatin g  to  p oten tial co n seq u en ces u n d er 
cu sto m ary  co n d ition s o f  u se. S ection  
502(f ) o f  the act req uires drugs to  h ave  
ad eq uate d irectio n s for u se and  
ad eq uate w arn ings against unsafe u se, 
su ch  as m eth od s o f  ad m inistration , th at 
m ay b e n ecessary  to  p ro tect users . In 
ad d ition , sectio n  502(j) o f  th e act 
p ro hib its u se o f  drugs that are  
d an gero us to  h ealth  w hen  u sed  in  th e  
m an n er suggested in  th eir lab eling. Each  
o f  these m isb rand ing  p ro visions is 
inten d ed , at least in  signif icant p art, to  
p ro tect co n su m ers against the m arketing  
o f  d rugs th at w ou ld  n ot b e safe u n d er 
certain  co n d ition s o f  use. S ection  701(a) 
o f  the act auth orizes FD A  to  issue 
regulatio ns for th e eff icient enfo rcem ent 
o f  the act. T h e restriction s on use  
co n tem p lated  b y § §  3 1 4 .5 2 0  and  6 0 1 .4 2  
help  to  ensu re that p ro d u cts th at w ould  
b e m isb rand ed  u n d er sectio n  5 0 2  o f  the 
act are n ot m arketed.

T h e restriction s on use im p osed  
u n d er sectio n  503  o f  th e act, w h ich  
relate to  p rescrip tion  use lim itations, 
p rim arily  co n cern  w heth er a d rug is safe 
for u se excep t u n d er the su p erv ision  o f  
a licen sed  p ractition er. W h ile the 
agency  agrees th at th e restriction s  
im p osed  u n d er § §  3 1 4 .5 2 0  an d  6 0 1 .4 2  
co n cern in g  distrib ution to  certain  
facilities o r p h ysician s w ith  sp ecial  
train in g  o r exp erien ce w ould  b e in  
ad d ition  to  ord in ary  p rescrip tion  
lim itation , FD A  b elieves these  
restrictio n s are co n sisten t w ith  the sp irit 
o f  sectio n  5 03  o f  the act, as w ell as the 
o th er p ro vision s o f  the açt referred  to , in  
ensu ring  safe u se.

N ew  drugs m ay  b e ap p ro ved  u nd er 
sectio n  505(d ) o f  the act only  if  th ey  are  
safe for u se u n d er th e co n d ition s  
p rescrib ed , recom m en d ed , o r suggested  
in  th e p ro p osed  lab eling, hi ad d ition , for 
ap p rov al, a d ru g ’s labeling m ust n o t b e  
false o r m islead in g  b ased  on  a fair 
ev alu atio n  o f  all m aterial facts, w h ich  
w o u ld  in clu d e d etails ab out the 
co n d itio n s o f  u se. Fo r b io logical 
p ro d u cts, sectio n  351(d ) o f  the PH S A ct 
also  au th o riz es th e im p ositio n  of  
restrictio n s through regulatio ns 
“ d esigned  to  insure th e co n tin u ed  
saf ety , p u rity , and  p o ten cy ”  of  the 
p ro d u cts.

T h e ag ency  d isagrees w ith  the 
co m m en ts’ im p lication  th at the co u rts ’ 
ru lin gs in  A m e r ic an  P h ar m ac e u t ic al 
A s s o c ia t io n  ( A P h A ) v . W ein berg er  m ean

there is  n o  statu to ry  au th o rity  to  im p ose 
restrictio n s on  d istrib utio n  for 
accelerated  ap p rov al drugs. T he 
situ ation  co n sid ered  in  th at case is 
read ily  d istin guishab le from  the 
situ ation  ad d ressed  in § §  3 1 4 .5 2 0  and
6 0 1 .4 2  o f  th e accelerated  ap p ro val  
regulatio ns. T h e A P hA  case  co n cern ed  a 
regulatio n  th at w ith d rew  ap p ro val  o f  
N D A ’s for m eth ad o n e, b ut p erm itted  
d istrib utio n  to  certain  m ain ten an ce  
treatm en t p rogram s and  certain  hosp ital 
an d  co m m u n ity  p h arm acies. Becau se  
m eth ad o n e is  a co n tro lled  su b stance 
w ith in  the p ro vision s o f  the C ontrolled  
S u b stances A ct, w h ich  is im p lem ented  
b y  th e D rug En fo rcem en t 
A d m in istration  w ith  th e Ju stice  
D epartm ent, th e d istrict co u rt 
co n clu d ed  th at th e q uestion o f  
p erm issib le d istrib utio n o f  th e drug w as 
w ith in  th e ju risd iction  of  the Ju stice  
D epartm ent, n o t FD A . T h e C ourt o f  
A p p eals d eterm in ed  that the typ e o f  
m isu se asso ciated  w ith  m eth ad on e, i .e ., 
m isu se b y  p erson s w h o  h ave no intent 
to  try  to  u se d rugs for m ed ical purp oses, 
differed from  safety  issues contem p lated  
for co n tro l u n d er sectio n  505  o f  th e act. 
In co n trast, th e restrictio n s  
co n tem p lated  u n d er § §  3 1 4 .5 2 0  and

6 0 1 .4 2  are p recisely  tho se d eem ed  
n ecessary  to  en su re that sectio n  505  
criteria h ave b een m et, i.e ., restriction s  
to  en su re th at the d rug w ill b e safe 
u n d er its ap p ro ved  co n d itio n s o f  u se. It 
is  clearly  FD A ’s resp onsib ility  to  
im p lem en t th e statu to ry  p ro visions 
regard ing n ew  drug ap p roval.

N or d oes FD A  agree that the  
p ro visions p lacing  restrictio n s on 
distrib utio n to  certain  facilities or 
p h ysician s, o r co n d ition ed  on the 
p erf orm ance o f  certain  m ed ical  
p ro ced u res, im p erm issib ly  interfere  
w ith  th e p ractice  o f  m ed icin e and  
p h arm acy . T h ere is  no  legal sup p ort for 
the theory  th at FD A  m ay  only  ap p rove 
sp o n so rs’ d rugs w ith ou t restriction  
b ecau se p h y sician s o r p h arm acists m ay  
w ish to  p rescrib e or d isp en se d rugs in 
a certain  w ay. T h e restrictio n s un d er 
th ese p ro visions w ou ld  b e im p osed  on 
the sp onso r o nly  as n ecessary  for safe 
use u n d er th e extraord in ary  
circu m stan ces o f  th e p articu lar drug and  
u se. W ith o ut su ch  restriction s, the drugs 
w ould  n ot m eet the statuto ry  criteria, 
co u ld  n ot b e ap p ro ved  for distrib ution, 
and  w ou ld  n ot b e availab le for 
p rescrib ing  o r d isp ensing. T h e agen cy , 
as a m atter o f  longstanding  p o licy , d oes 
n o t w ish  to  interfere w ith  th e  
ap p ro p riate p ractice  o f  m ed icin e or 
p h arm acy . In th is in stan ce, th e agency  
b elieves th at rath er than interfering  w ith  
p h ysician  o r p h arm acy  p ractice , the  
reg ulatio ns p erm it, in excep tio n al cases,
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ap p ro v al o f  drugs w ith  restrictio n s so  
th at th e d rugs m ay  b e av ailab le for 
p rescrib in g  o r d isp ensing .

21 . O ne co m m en t asserted  that 
p ostm ark etin g  restrictio n s on  
d istrib utio n  to  certain  fatalities or 
p h y sician s w ith  certain  train in g  o r 
exp erien ce sh o u ld  b e lim ited  to  rare  
o ccasio n s i s  cases o f  extrem e h az ard  to  
p atien t safety  in  w h ich  to xicity  o f  a 
p articu lar drug m ay  req uire it, b ut 
sh o u ld  n ot b e ap p lied  b ecau se o f  
insuff icien t efficacy d ata. S om e  
co m m en ts argued  th at safety  issues in  

th e co n text o f  d ru g  u se sh o u ld  b e 

ad d ressed  th rou g h  patient m an agem en t 
an d  ef fectiv e p ro d u ct lab eling, n o t 
through restricted  d istrib u tio n . In 

su p p o rt o f  th is arg u m en t, th e co m m en ts  

cited  the lab eling  o f  o n co lo g ic drugs, 
w h ich  p ro vid es p h y sician s w ith  

ad eq uate w arn in gs an d  
reco m m en d atio n s for th eir u se w ithout 

lim iting  d istrib u tio n .
FD A  agrees w ith  th ese co m m en ts in  

p art and  inten d s to  im p ose restrictio n s  

on d istrib u tio n  o r u se u n d er th is rale  

only  in th o se rare in stan ces in  w h ich  

th e ag ency  b eliev es carefully  w ord ed  

lab eling  for a p ro d u ct gran ted  

accelerated  ap p rov al w ill n o t assu re the 

p ro d u ct’s  safe u se. A s stated  in  th e  

p ream b le to  th e p ro p o sed  rale  (57  FR  

1 3 2 3 4  at 1 3 2 3 7 ), FD A  b eliev es th at the  

safe use o f  m o st p rescrip tio n  d ru gs w ill  
co n tin u e to  b e assu red  through  

trad itio n al p atien t m an agem en t b y  

h ealth  p ro fessio n als an d  through  
n ecessary  safety  w arn in g s in  the d rag ’s 

lab eling.
22r T w o  co m m en ts ask ed  w h o  w ill  

d eterm in e if  restricted  d istrib u tio n  

sh o u ld  o ccu r an d  w h at f acilities o r 

p h y sician s w ith  sp ecial  train in g  or 

exp erien ce w ill  p articip ate. S ev eral  
co m m en ts exp ressed  co n cern  th at 

restricted  d istrib u tio n  an d /o r 

co n d itio n al u se m ay  n o t in clu d e all 
h ealth  care p ro fessio n als w h o  sh o u ld  

p articip ate in  safe an d  effective p atien t 
care. T w o  o rgan ization s rep resentin g  

p h arm acists ask ed  th at FD A  d evelo p  

fu n ction al an d  o b jective criteria th at 

clearly  estab lish  th e activ ities o f  

p h arm acists , p h y sician s, an d  o th ers in  

the care o f  p atien ts receiv in g  a d rag  

u n d er restricted  d istrib u tio n . T h e  

co m m en ts asserted  th at any  h ealth  care  

p ro fessional th at m et th ese criteria 

sh o u ld  b e allo w ed  to  p articip ate  in  

d istrib utio n  o f  th e d rag  m id care  o f  th e  

p atien t. O ne co m m en t reco m m en d ed  

that an y  p ostm ark eting  restrictio n s on  

d istrib utio n o r u se o f  a d rag  ap p ro ved  

u n d er the accelerated  ap p rov al p ro cess  

b e d evelo p ed  b y  ap p ro p riate FD A  

ad visory  co m m ittees o r p an els  

exp an d ed  to  in clu d e p h y sician s an d  

p h arm acists w ith  exp ertise  in th e

th erap eu tic area b eing co n sid ered  and  

in relevan t d rug d istrib utio n system s. 
W h ere ap p oin tm en t o f  p h arm acists to  

th ese co m m ittees o r p an els is  n ot 
feasib le, th e co m m en t reco m m en d ed  

th at FD A  u se p h arm acists in  a 
co n su ltan t cap acity . A n o th er co m m en t 

argued  th at cu rren t sy stem s for d rag  

d istrib utio n in co rp o rate “ ch eck s and  

b alan ces”  su ch  th at p rescrib e!*  an d  

p h arm acists w ork  tog eth er to  assu re safe 

u se o f  a drug b y  a p atien t. T w o  
co m m en ts w o u ld  o p p o se an y  restricted  

d istrib utio n sy stem  th at allo w s  

m an u factu rers exclu siv ely  to  d eliver 

p rescrip tio n  d rag s d irectly  to  p atien ts. 
O ne co m m en t asked w h eth er FD A  o r 

the ap p lican t w o u ld  m o n itor th e criteria 

for restricted  d istrib utio n  sites o r 

p h ysician s.
T h e m ed ical rev iew ing  d iv isio n s  

w ith in  FD A ’s O D ER an d  C BER  w ill  
d eterm in e if  restricted  d istrib utio n  or 

u se sh o u ld  b e im p osed . FD A  w ill  
u su ally  seek th e ad v ice o f  outsid e exp ert 

co n su ltan ts o r ad visory  co m m ittees  

b efore m ak ing  th is  d eterm in atio n , an d  

w ill, o f  co u rse, co n su lt w ith  the 

ap p lican t.
T h e ag en cy  d oes n o t agree th at FD A  

sh ould  d ev elop  criteria th at clearly  

estab lish  the activ ities o f  h ealth  care  

p ro fessio nals in th e care  o f  p atien ts  

receiv in g  a d rag  ap p ro ved  u n d er this  

rale  and  for w h ich  restricted  

d istrib utio n h as b een im p osed ; A n y  

p ostm ark etin g  restrictio n s req uired  

u n d er th is rale  w ill im p ose an  

ob ligation  on  th e ap p lican t to  en su re  

th at th e drug o r b io logical p ro d u ct is  

d istrib uted  o n ly  to  th e sp ecif ied  

facilities o r p h y sician s. FD A  w ill seek  

the ad v ice o f  o u tsid e co n su ltan ts w ith  

exp ertise in d istrib utio n  sy stem s o r 

ad viso ry  co m m ittees w hen  n ecessary  in  

d eterm in ing  the n eed  for o r ty p e o f  

restricted  d istrib utio n . T h e lim itation s  

on d istrib utio n  o r u se im p osed  u n d er 

th is ru le, in clud in g  sp ecif ic d istrib utio n  

sy stem s to  b e u sed  and  th e ap p lican t’s 

p lan for m onitoring  co m p lian ce w ith  

th e lim itation s, w ill h ave b een agreed  to  

b y  the ap p lican t at th e tim e o f  ap p ro val. 
T h e b urd en is  on  th e ap p lican t to  en su re  

th at th e co n d itio n s o f  u se u n d er w h ich  

th e ap p lican t’s  p ro d u ct w as ap p rov ed  

are b eing fo llow ed . A s  ap p rop riate, FD A  

m ay  m o n itor th e sp o n so r’s co m p lian ce  

w ith  th e sp ecif ied  term s of  th e ap p rov al  

and  w ith  the sp o n so r's  ob ligations.
23 . O ne co m m en t reco m m en d ed  th at 

p ro p osed  §  3 1 4 .5 2 0  b e m od ified  to  

in clu d e th erap eu tic o u tco m es  

m onitoring  as a third  exam p le o f  a  

p erm issib le p ostm ark etin g  restrictio n . 

T h e co m m en t d efined  th erap eu tic 

o u tco m es m onitoring  as th e sy stem atic 

an d  co n tin u al  m o n itorin g  o f  th e cl in ical  

an d  p sy ch o so cial effects o f  drug  th erap y

on a p atien t w h ich  ach iev es the 

ob jective o f  p rev enting  prob lem s with 

d ru g therap y . S om e co m m en ts argued 

th at throu gh th erap eu tic outcom es  

m on itorin g , a p h y sician , a pharm acist, 
an d  a p atien t can  w ork  together to 

p rev en t p ro b lem s w ith  d rag  therapy by 

b eing  co n stan tly  alert to  signs of  trouble. 
O ne co m m en t said  th at ind icator data 

run b e ro u tin ely  rep o rted  to a central 
co llectio n  p oin t fo r utilization  review  by 

h ealth  care  p ro fessio n als , follow ed by 

ed u catio n al p ro gram s to  further improve 

the ef f icacy  o f  d rag  therap y .
T h e p ostm ark eting  restrictions set 

forth  in  th e p ro p o sal an d  in this final 
rale  are in ten d ed  to  en h an ce the safety 

o f  a d rag  w h o se risk s w ou ld  outweigh 

its b en efits in th e ab sen ce of  the 

restrictio n . T h erap eu tic outcom es 

m on itorin g  d oes n ot contrib ute to that 
en h an cem en t, and  w ou ld  not be 

req u ired  u n d er th is rale .
24 . S om e co m m en ts ask ed  that FDA 

clarify  h o w  p ro d u cts w ill m ove from  
restrictiv e statu s to  a regular 
p rescrip tio n  d rag  status. T h e comments 
asserted  th at all co n d itio n s associated  
w ith  accelerated  ap p ro val should  
au to m atically  term inate follow ing 
co m p letio n  o f  co n firm atory  clinical 
trials; one co m m en t urged  FD A  to 
exp licitly  state th is in the final rule. One 
co m m en t asserted  that restrictions 
sh o u ld  au to m atically  b e rem oved 180 
d ays after a su p p lem en tal application 
co n tain ing  th e d ata from  the 
p ostm ark eting  stu d y  h as b een filed if 
FD A  h as n o t y et acted  Upon the 
su p p lem en tal ap p lication  and  the 
p ro d u ct sh o u ld  b e d eem ed  approved as 
if  b y  “ trad itio n al”  p ro ced u res and all 
o th er p ro vision s o f  th e act should  apply,
e.g ., th e ap p lican t m u st have a formal 
hearing  b efore rem o val o f  the product 
from  th e m ark et.

FD A  w ill notify  th e ap p lican t when a 
p articu lar restrictio n  is no  longer 
n ecessary  for safe use o f  the product, to 
the case o f  d rag s ap p rov ed  w ith a 
req u irem en t for p ostap p ro val studies, 
FD A  w o u ld  exp ect th at all o f  the 
p ostap p ro val req u irem en ts set forth in 
th is rale , i .e ., sub m issio n  o f  promotional 
m aterial an d  u se o f  exp ed ited  
w ith d raw al p ro ced u res, w ould no  
lon ger ap p ly  after postm arketing studies 
h ave v erified  an d  d escrib ed  the drug s 
clin ical  b enefit. C on curren t w ith the 
rev iew  o f  th e postm ark eting  studies, it 
req u ested , FD A  w ill  also  review  the 
n eed  to  co n tin u e an y  restrictions on 
d istrib utio n  th at h av e b een im posed, in 
th e case  w h ere restrictio n s on 
d istrib utio n  o r u se h ave b een imposect, 
su ch  restrictio n s w ou ld  b e elim inate 
only  if  FD A  d eterm in es that safe use or 
th e p ro d u ct can  b e assured  w ithout 
th em , throu gh ap p ro p riate labeling, to
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some cases, h ow ev er, th at assu ran ce  
could not b e exp ected  an d  the n atu re o f  
the sp ecif ic safety  issu e raised  b y th e  
product m ight req uire co n tin u ed  
restrictions. FD A  n as  ad d ed  new  
§§ 314 .530  an d  6 0 1 .4 6  to  state w hen  
postapproval req u irem en ts w ill no  
longer ap p ly  an d  state th at th e ap p lican t 
may p etition th e ag en cy , in  acco rd an ce  
with 21 C FR  1 0 .3 0 , at an y  tim e to  
remove sp ecif ic p ostap p ro val  
requirem ents.

W ith resp ect to  th e suggested tim e  
period for rem oving  restrictio n s on 
distribution o r u se fo llow ing sub m ission  
of a sup p lem ental ap p licatio n  
containing th e d ata from  a 
postm arketing stu d y , FD A  d oes not 
believe it sh o u ld  p rescrib e an y  sp ecif ic 
time period. T h ese ap p licatio n s w ill  
receive a p riority  ratin g  an d  FD A  is 
firmly co m m itted  to  exp ed ited  review  of  
an ap plication co n sid ered  for 
accelerated ap p rov al an d  all d ata 
submitted from  a p ostm ark eting  stu d y  to  
verify clin ical b en efit an d  b elieves m ost 
reviews w ill b e co m p leted  an d  action  
taken w ithin 1 6 0  d ays. < ?

25. O ne co m m en t arg ued  that, as 
proposed, it is n o t clear h o w  accelerated  
approval w ou ld  ap p ly  to  d ru gs w h ich  
fall under the co n d itio n s d escrib ed  in  
§§ 314.520 an d  6 0 1 .4 2 ,  w h ich  state the  
postm arketing restrictio n s on  
distribution or u se th at FD A  m ay ap p ly , 
because the language o f  these sectio n s 
explicitly states th at th e sectio n s ap p ly  
to products “ show n to  b e ef f ectiv e,”  
which are alread y  ad eq u ately  co v ered  
by the act. T o  th e co m m en t, the 
language “ sh o w n  to  b e ef fectiv e”  
implies that full Ph ase 3 ef f icacy  trials  
have b een co n d u cted , assessed , and  
deemed to d em o n strate th at th e drug is 
effective for its p ro p o sed  u se. If  the  
clinical d ata d em o n strate th at the 
product h as an  accep tab le  safety  p rofile, 
the safe use o f  th e d ru g sh o u ld  b e 
addressed in  the p ro d u ct lab eling. T h u s, 
the com m ent arg u ed  th at § §  3 1 4 .5 2 0  an d

601.42 should  n ot b e in clu d ed  in  new  
subpart H  o f  p art 3 1 4  an d  su b p art E o f  
part 601, resp ectiv ely , w h ich  d eal w ith  
accelerated ap p rov al b ecau se th ese  
sections exp licitly  ap p ly  to  p ro d u cts  
shown to b e ef fective u n d er a full drug  
developm ent program

Sections 3 1 4 .5 2 0  an d  6 0 1 .4 2  ap p ly  
not only to d rugs an d  b io log ical  
products ap p ro ved  on  th e b asis o f  an  
effect on a surrog ate en d p o in t b u t also  
o drugs and  b io logical p ro d u cts that 
ave been stud ied  for th eir safety  and  

effectiveness in treatin g  serio u s o r life- 
threatening illn esses u sin g  cl in ical  
®n̂ ;Pptnts an d  th at h av e serio u s  
oxicity. In eith er case , i f  th e p ro d u cts  

are so p oten tially  h arm fu l th at th eir safe 
—0 -annot b e assu red  through carefu lly

w ord ed  lab eling, FD A  w ill  ap p rov e the  
p ro d u cts for early  m ark eting  only  if  
p ostm ark etin g  restrictio n s on  
d istrib utio n o r u se are im p osed . T h e  
p h rase “ sh o w n  to  b e ef fectiv e”  w as n ot 
in ten d ed  to  d istin guish  d ru gs ap p ro ved  
u n d er new  sub p art H  from  m u g s  
ap p rov ed  u n d er an y  o th er su b p art o f  the  
regulatio ns. A ll  d ru gs ap p rov ed  w ill  
h ave had  effectiveness d em o nstrated  on  
th e b asis o f  ad eq uate an d  w ell-  
co n tro lled  stud ies, w h eth er th e  
en d p oin t o f  th e stud ies is a su rrog ate  
en d p oin t o r a clin ical  en d p oin t.

2 6 . O ne co m m en t exp ressed  co n cern  
th at the p ro p o sed  restricted  d istrib utio n  
o r u se p ro vision s w ou ld  restrict o r 
elim in ate the w ho lesale d istrib utio n o f  
d rugs ap p ro ved  through th e accelerated  
ap p ro v al p ro cess.

T h e lim itation s on  d istrib utio n  o r u se  
req uired  u n d er th is ru le are im p osed  on  
th e ap p lican t. T heref ore, the b urd en  is 
on th e ap p lican t to  en su re th at the 
co n d itio n s o f  u se u n d er w h ich  the  
ap p lican t’s p ro d u ct w as ap p rov ed  are  
b eing  fo llow ed . T h is ru le d oes not 
sp ecif y  h o w  a m an u factu rer w ill  
d istrib ute its p ro d u ct to  tho se receiv in g  
th e p ro d u ct u n d er th e ap p ro val term s. 
FD A  w ill only  d eterm in e w h ich  
facilities o r p h y sician s m ay  receiv e the 
drug, an d  th e ap p lican t w ill h ave agreed  
to  this lim itation  on  distrib utio n or use.

27 . O ne co m m en t exp ressed  co n cern  
th at th e p ro p o sed  p ostm ark eting  
restrictio n  p ro vision  d oes n o t p reclu d e  
a p h y sician  to  w ho m  restricted  
d istrib utio n  ap p lies from  p rescrib in g  
drugs ap p rov ed  u n d er th e accelerated  
ap p ro val p ro cess for u n ap p rov ed  (off- 
lab el) uses.

T h e co m m en t is co rrect th at th is ru le  
d oes not itself  p rev ent a p h y sician  from  
p rescrib in g  a drug granted  accelerated  
ap p ro v al for an  u n ap p roved  u se. U n d er 
th e act, a drug ap p ro ved  for m ark eting  
m ay b e lab eled , p ro m oted , and  
ad vertised  b y th e m an u factu rer only  for 
th o se u ses for w h ich  th e d ru g ’s safety  
and  eff ectiveness h ave b een estab lished  
and  th at FD A  h as ap p ro ved . Ph y sician s  
m ay  ch o o se to  p rescrib e th e d rug for a 
co n d itio n  n o t reco m m en d ed  in lab eling. 
S u ch  off -lab el u se w o u ld , o f  co u rse, b e 
carried  out u n d er th e restrictio n s  
im p osed  u n d er th is sectio n . FD A  also  
b eliev es th at p h y sician s w ill  b e 
co g niz an t o f  th e p ro d u ct’s sp ecial  risks  
and  w ill  u se su ch  d rugs w ith  p articu lar 
care. T h e lab eling  o f  p ro d u cts ap p ro ved  
u n d er th is ru le w ill  in clu d e all  
n ecessary  w arn in g s and  full d isclo su re  
lab eling  w ou ld  generally  ref lect th e  
exten t o f  clin ical  exp o su re to  th e drug.

F. P o s tm ar ke t in g  S t u d ie s

2 8 . T h ree co m m en ts arg ued  that FD A  
d oes n ot h av e th e au th o rity  to  req uire

p ostm ark etin g  stu d ies to  b e p erform ed  
as a co n d itio n  o f  ap p rov al b ased  on a 
“ su rro g ate”  en d p oin t. O ne com m ent 
stated  th at it is  w id ely  accep ted  th at the 
act em p o w ered  th e ag ency  to  define the 
typ e an d  exten t o f  ef f icacy  d ata 
n ecessary  to  ap p rov e a p ro d u ct 
ap p licatio n . If  a surrogate m ark er can  b e 
sh o w n  to  b e su ff iciently  related  to  
actu al  p atien t b enef it, th en , th e  
co m m en t asserted , d ata regard ing  the  

eff ect o f  a d rug on  a surrog ate m ark er 

co n stitu te accep tab le p ro o f  o f  ef f icacy  

u n d er th e a c t  T w o  co m m en ts urged  

FD A  to  co n tin u e to  ask  ap p lican ts to  

agree v o lu n tarily  to  perform  

p ostm ark eting  stu d ies w hen  m ed ically  

w arran ted  as is the cu rren t p o licy  u nd er 

th e trad itio n al ap p rov al p ro cess. O ne 

co m m en t exp ressed  co n cern  that 
req uiring  p ostm ark eting  stu d ies m ay  

b ecom e, th e norm  rath er than the  

excep tio n .
T h e ag en cy ’s  resp o n se to  co m m en t 1 . 

exp lain ed  th e circu m stan ces in w hich  

FD A  m ight co n clu d e th at a drug should  

b e m ark eted  on  th e b asis o f  an effect on 

a surrogate en d p o in t reasonab ly  likely  

to  p red ict cl in ical  b enefit o nly  if  stud ies 

w ere carried  o ut to  confirm  th e p resence  

o f  the lik ely b enefit. A s d iscu ssed  in the 

p ream b le to  th e p ro p osed  ru le (57 FR  

1 3 2 3 4  at 1 3 2 3 6 ), FD A  b elieves that it is 

au th o rized  b y  law  to  req uire 

postm airketing stu d ies for n ew  drugs 

and  b io logical p ro d u cts. S ection  505(d ) 

o f  the act p ro vid es for th e ap p roval o f  

n ew  d rugs for m ark eting  if  they  m eet the 

safety  an d  eff ectiv eness criteria set forth 

in  sectio n  505(d ) o f  the act an d  the  

im p lem entin g  regulatio ns (21 C FR part 
3 1 4 ). A s d iscu ssed  in th e p roposed  rule, 
to  d em o nstrate effectiv eness, the law  

req u ires ev id en ce from  ad eq uate and  

w ell-co n tro llad  clin ical  stu d ies on the 

b asis o f  w h ich  q ualif ied  exp erts co u ld  

fairly an d  resp onsib ly  co n clu d e that the 

drug has th e effect it is p urp orted  to  

h ave. U n d er sectio n  505(e) o f  the act, 
ap p ro val o f  a n ew  drug ap p lication  is to  

b e w ith d raw n  if  new  inform ation show s 

that th e drug h as not b een dem onstrated  

to  b e eith er safe o r effective. A p p roval 
m ay also  b e w ith d raw n  if  new  

inform ation sh ow s that the d ru g ’s 

lab eling  is false o r m islead ing.
S ection  505(k ) o f  th e act authorizes  

th e agency  to  p rom ulgate regulations 

req uiring  ap p lican ts to  m ak e record s 

and  rep orts o f  d ata or o th er inform ation  

that are n ecessary  to  enab le the agency  

to  d eterm in e w heth er there is reason to  

w ithd raw  ap p ro val o f  an N D A . T he 

agency  b elieves that the referenced  

rep o rts can  inclu d e ad d itional studies to 

evalu ate th e clin ical  effect o f  a drug  

ap p roved  on the b asis o f  an effect on a 

surrogate en d p o in t S ection  701(a) o f  tha 

act generally  auth orizes FD A  to  issue



5 8 9 5 4  F e d e ra l  R e g is te r /  V o l. 5 7 , N o . 2 3 9  /  F rid a y , D e cem b er 1 1 , 1 9 9 2  /  R u le s  an d  R eg u latio n s

reg u latio n s for th e " ef f icien t 
en f o rcem en t"  o f  th e act.
' W ith  resp ect to  b io log ical p ro d u cts , 
sectio n  3 51  o f  th e PH S  A ct p ro vid es  
legal au th o rity  for th e ag ency  to  req uire 
p ostm ark etin g  stu d ies fo r th ese  
p ro d u cts. L icen ses for b io log ical  
p ro d u cts are to  b e issu ed  o nly  u p o n  a  
show ing th at th ey  m eet stan d ard s  
" d esig n ed  to  in su re th e co n tin u ed  
saf ety , p u rity , an d  p o ten cy  o f  su ch  
p ro d u cts "  p rescrib ed  in  reg u latio n s (42  
U .S .C . 262(d )). T h e " p o te n cy ”  o f  a 
b io logical p ro d u ct in clu d es its  
ef fectiveness ( 2 1 C FR  6 0 0 .3 (s)).

T h e ag ency  n o tes th at it h as in  th e  
p ast req uired  p ostm ark etin g  stu d ies as a 
p rereq uisite for ap p rov al for so m e d rugs 
(see 3 7  FR  2 0 1 , Jan u ary  7 ,1 9 7 2 ;  an d  37  
FR  2 6 7 9 0 , D ecem b er 1 5 ,1 9 7 2 ) .

29 . O ne co m m en t reco m m en d ed  th at 
FD A  req uire th at sp ecif ic tim elin es for 
co m p letio n  o f  th e req u ired  
p ostm ark eting  stu d ies b e in clu d ed  in  
th e m ark eting  ap p licatio n . T h e  
co m m en t fu rth er suggested  th at, i f  th e  
sp o n so r fails to  m eet its  tim elin es, 
ap p ro val o f  its ap p licatio n  b e  
w ith d raw n , o r in  th e ev en t it is d if f icult 
to  w ith d raw  ap p rov al o f  d ru gs for 
serio u s o r life-threatening  d iseases, FD A  
sh o u ld  estab lish  su b stantial f ines and  
p en alties for sp o n so rs th at d elib erately  
w ith h old  inform ation  from  FD A  
regard ing  th e p relim in ary  resu lts an d  
th e p ro gress o f  th eir p oetm ark eting  
stu d ies, o r d elay  th e co m p letio n  o f  su ch  
stud ies. H ie  co m m en t also  urg ed  FD A  
to  p ub lish  in  th e Fe d e ral R eg ister 
id en tif icatio n  o f  m an u factu rers w h o  are  
n o t m eetin g  th eir o b ligatio n to  co m p lete  
th e req u ired  p ostm ark eting  stu d ies on  
tim e. T h ese reco m m en d atio n s w ere  
p ro m p ted  b y  th e co m m en t's  co n cern  
th at o n ce a m an u f actu rer is  granted  
ap p rov al for its p ro d u ct, th e  
m an u factu rer w ill  h av e little in cen tiv e  
to  co m p lete p ostm ark etin g  stu d ies in  a 
tim ely  m an n er, esp ecially  if  th e  
p relim in ary  resu lts  o f  su ch  stu d ies  
in d icate th at d ie  d ru g m ay  n o t b e safe 
an d /o r ef fective. A n o th er co m m en t 
urg ed  FD A  to  in clu d e in  th e f inal ru le  
language th at req u ires th e p articip atio n  
o f  p h arm acists in  p ostm ark eting  stu d ies  
b ecau se p h arm acists can  serve as an  
ad d ition al so u rce o f  inf orm ation  on  
th erap eu tic o u tco m es o f  p atien ts taking  
drugs ap p rov ed  u n d er th is  ru le an d  
m o n itorin g  for su ch  d rugs.

T h e ag en cy  exp ects  th at the  
req u irem en t for p oetm ark etin g  stu d ies  
w ill u su ally  b e m et b y  stu d ies alread y  
u n d erw ay  at th e tim e o f  ap p rov al and  
th at there w ill  b e reason ab le en th u siasm  
for reso lv in g  th e q u estio n s p osed  b y  
th o se stud ies. T h e p lan  for tim ely  
co m p letio n  o f  th e req u ired  
p ostm ark eting  stu d ies w ill  b e in clu d ed

in th e ap p lican t’s m ark eting  ap p lication . 
In ad d ition , in  acco rd  w ith  th e annual  
rep ortin g  req uirem ents  at 
§  314 .81(b )(2)(v ii) (21  C FR  
314.81(b )(2)(v ii), an  N D A  ap p lican t is 
req uired  to  p ro vid e FD A  w ith  a 
statem en t o f  the cu rren t statu s o f  an y  
p ostm ark etin g  stud ies. FD A  d eclin es to  
im p ose th e san ctio n s suggested b y  th e  
co m m en t for failure o f  an  ap p lican t to  
m eet its p lan s for co m p letio n  o f  a 
p ostm ark eting  stud y . FD A  b eliev es th is  
ru le ap p lies ap p rop riate regulatory  
san ctio n s. U n d er th e p ro p o sed  ru le an d  
th is f inal ru le, FD A  m ay  w ith d raw  
ap p rov al o f  an  ap p licatio n  if  th e  
ap p lican t fails to  perf orm  th e req uired  
p ostm ark eting  stu d y  w ith  d u e d iligence.

FD A  b eliev es th at it is  n o t w ith in  th e  
sco p e o f  th is ru le to  estab lish  th e ro le o f  
p h arm acists in  p ostm ark eting  stud ies. 
T h at ro le should  m o re p ro p erly  b e 
d ef ined  b y  th e clin ical  investigator and  
each  institu tion  o r facility  at w h ich  a 
p ostm ark etin g  stu d y  is  co n d u cted .

3 0 . O ne co m m en t asserted  th at the 
p ro p o sal sets forth  an  inh eren t 
co n trad ictio n  b etw een  th e w ay  FD A  
ev alu ates th e b enefit an d  risk  for drugs 
to d ay  an d  th e w ay  th e p ro p o sal  
co n tem p lates. T h e co m m en t argued  th at 
n o w , if  p ostm ark etin g  d ata raise  
q uestio n s ab out th e risk  asso ciated  w ith  
a d rug  p ro d u ct, FD A  co n sid ers th at d ata 
along w ith  th e o th er d ata know n ab out 
th e p ro d u ct, an d  d eterm in es w h eth er, 
b ased  on  th e o verall k now led ge ab out 
th e drug, th ere is a n eed  to  seek  
w ith d raw al o f  ap p rov al. U n d er th is  
p ro p o sal, i f  th e p ostm ark etin g  stu d y  
d ata raised  q uestio n s ab out th e risk  o f  
th e p ro d u ct, FD A  w o u ld  seek  
w ith d raw al o f  ap p rov al, w h eth er o r n o t 
th e n ew  d ata really  m ad e a fu nd am ental  
d if ference to  w h at is k now n ab out th e  
b en ef it an d  risk  o f  th e p ro d u ct.

FD A  d oes n ot agree th at th e  
co n trad ictio n  d escrib ed  b y  th e co m m en t 
exists . U n d er th e circu m stan ces o f  
accelerated  ap p rov al, ap p rov al w o u ld  b e  
b ased  on  a w eighing  o f  the b enefit 
suggested b y  th e eff ect on  th e su rrog ate  
en d p oin t again st k now n and  p oten tial  
risk s o f  th e drug. S hould  w ell-d esig n ed  
p ostap p ro val stu d ies fail to  d em o nstrate  
th e exp ected  clin ical  b enefit, th e b enefit 
exp ected  at th e tim e o f  ap p rov al  
(reaso nab ly  lik ely  to  exist) w o u ld  n o  
lo nger b e exp ected  an d  th e to tality  o f  
th e d ata, sh ow ing  n o  cl in ical  b enef it, 
w o u ld  n o  lon ger su p p ort ap p rov al. T h is  
ev alu atio n  o f  th e d ata is  n o t d if ferent 
from  co n sid eratio n s th at w o u ld  ap p ly  in  
ev alu atin g  d ata in  th e case  o f  a drug  
ap p rov ed  u n d er o th er p ro v isio n s o f  th e  
reg ulatio ns.

3 1 . T w o  co m m en ts exp ressed  th e  
v iew  th at th e p ro p o sed  req u irem en t for 
p ostm ark eting  stu d ies m ay  raise

im p o rtan t eth ical  q uestions because 
o n ce  a d ru g p ro d u ct is approved, it may 
b e u n eth ical , d ep end ing  on the 
circu m stan ces, fo r  a p hysician  to 
co n d u ct a stu d y  using  a placeb o control. 
O ne co m m en t also  contend ed  that a 
p ostm ark eting  stu d y  req uirem ent could 
co m p ro m ise th e N D A  h o ld er’s ability to 
en ro ll  suff icient n um b ers o f  patients in 
th e stu d y  w h en  th e new  approved drug 
an d  p ossib le altern ativ e therapies are 
w id ely  av ailab le to  patients.

U su ally , an d  preferab ly, because of 
p ro b lem s suggested  in the com m ent, the 
req u irem en t fo r postm arketing studies 
w ill  b e m et b y  stu d ies already underway 
at th e tim e o f  ap p ro val, e.g ., by 
co m p letio n  o f  stu d ies that show ed an 
eff ect on  th e surrog ate. FD A  recognizes 
th at eth ical  co n sid eratio n s w ill play a 
cen tral  ro le in th e ty p e o f  study carried 
o ut, a ch o ice  th at w ill dep end upon the 
typ e an d  serio u sn ess o f  the disease 
b eing  treated , availab ility  of  alternative 
th erap ies, an d  th e n atu re of  the drug 
an d  th e p atien t p op ulation . There often 
are altern ativ es to  u se o f  a placebo 
co n tro l , inclu d in g  activ e control designs 
an d  d ose-resp on se stud ies that can 
satisf y  b oth  th e d em an d s o f  ethics and 
ad eq u acy  o f  design.

3 2 . O ne co m m en t contend ed  that the 
term  " p o stm ark etin g  stud y”  is used 
in co n sisten tly  in th e proposed rule. The 
co m m en t arg ued  th at " postm arketing  
stu d y "  is an  accep ted  regulatory term of 
art w h ich , to  th is p oin t, has referred to 
stu d ies co n d u cted  to  conf irm  safety (not 
ef f icacy ), after an  ap p ro val has been 
g ranted , w h ereas in th is proposal, a 
" p o stm ark etin g  stu d y ”  refers to a study 
req u ired  to  estab lish  clin ical efficacy 
(i.e ., a Ph ase 3 stu d y), b ut not 
n ecessarily  saf ety , although safety data 
w ill  b e co llected . T o  p rev ent confusion 
an d  to  d if ferentiate b etw een these 
req u ired  p ostm ark etin g  confirmatory 
ef f icacy  stu d ies an d  safety studies 
trad itio n ally  co n d u cted  sifter approval 
an d  to  clarify  th at p ro d u cts granted 
accelerated  ap p rov al h ave been 
ap p ro v ed  on  th e b asis o f  Phase 2 
(su rrogate en d p oin t) d ata, the comment 
suggested  ch an g in g  the term  
" p o stm ark etin g  stu d y ”  to " Phase 3 
stu d y ”  in  th is ru le excep t w here 
trad itio n al postm ark eting  studies are 
in ten d ed . T h e co m m en t also suggested 
th at th e term  " Ph ase  3 study”  be 
d efined  as a stu d y  req uired  to confirm 
find ing s o f  ef f icacy  b ased  upon 

su rrogate d ata co llected  in  Phase 2, 

w h ich  w ill  b e co n d u cted  after an 

accelerated  ap p rov al has been grant 
an d  w ill  b e req uired  b efore restrictions 

set forth  in  §  3 1 4 .5 2 0  are rem oved.
T h e ag en cy  d oes not b elieve mat tn 

co m m en t h as accu rately  described 

accep ted  m eanings o f  various terms.
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The te rm  p ostm ark eting  stu d y  d oes n ot 
refer to any p articu lar k in d  o f  stu d y , b ut 
to studies earn ed  o ut after a d ru g is 
m arketed , often as p art o f  an  agreem ent 
by a sp onso r to  d o  so . T h ese h ave  
in c lu d ed  p h arm aco k in etic, dru g-d rug  
in te rac tio n , an d  p ed iatric stu d ies, 

stu d ies of  d ose-resp on se o r o f  h ig her 

d o ses, and  stu d ies o f  n ew  u ses. T h e  

term  is not lim ited  to  saf ety  stud ies. 
M o reo v er, Ph ase 2 an d  3  stu d ies are n o t 
distinguished b y  th e  en d p o in ts ch o sen . 
Phase 3 h yp erten sion  stu d ies, for 

exam p le , still m easu re b lo od  p ressu re, 
no t stro k e  rate. T h e ag en cy  b eliev es that 
the u se  of  th e “ p ostm ark eting  stu d y ”  in  

the final ru le is  ap p ro p riate and  

co n sisten t.

G. W ithdraw al o f  A p p r o v al

33. O n e  co m m en t su p p o rted  th e  

p ro p o sed  w ith d raw al o f  ap p ro v al  
p ro ced u re . O th er co m m en ts asserted  
that th e  p ro p osed  p ro ced u re d oes n ot 
p ro v id e th e ap p lican t w ith  th e  

p ro ced u ra l safeguard  o f  a form al  
ev id en tiary  h earing  g uaranteed  by  

sec tio n  5 0 5  o f  th e act an d  the  

A d m in istrativ e  Pro ced u re A ct ( A P A ) . A s  

an exam ple, th e  co m m en ts said  th at 
based  on a f inding  o f  a single stud y  
failing  to  show  cl in ical  b en efit o r 
m isu se of  an y  p ro m o tio n al m aterial, an  
ap p ro v ed  new  d ru g  w o u ld  b e sub ject to  
w ith d raw al from  th e  m ark et w ith  only  
a m in im al o p p o rtun ity  for th e N D A  
ho ld er to b e h eard . T h e co m m en ts  
argued  that sectio n  505 (e ) o f  the act 
g u aran tees ap p lican ts “ d u e n o tice  and  
o p p o rtu n ity  for a h earin g ”  on  
w ith d raw al o f  an  N D A  in  co m p lian ce  
w ith A P A  hearing  stan d ard s, th u s FD A  
m ust co nd uct h earing s on  w ith d raw als  
o f N D A ’s  using  the fo rm al ad ju d icatory  
p ro c ed u res o f  th e A PA . O ne co m m en t 
asserted  that, u n d er th e p ro p o sed  
p ro ced u re , there is th e ab sen ce o f  a 
d isc e rn ib le  legal stan d ard , an  inab ility  
to  cross-exam ine, th e p ro secu tin g  
atto rney  and  judge are o n e an d  th e sam e  
p erso n , and  th ere is  a lack  o f  even

m in im al form al ev id en tiary  p ro ced u res. 
The c o m m e n t exp ressed  d oub t th at the  
p ro p o sed  p ro ced u re w o u ld  b e suff icient 
to  c re ate  a reco rd  su itab le fo r rev iew  b y  
a C o u rt of  A p p eals, w h ich  m u st b e ab le, 
on th e  b asis o f  su ch  a reco rd , to  
d e te rm in e  w h eth er th e ap p rov al is 
8u£P® d ed b y  “ su b stan tial ev id en ce .”  

rD A  b elieves th e w ith d raw al

p ro c e d u re s set fo rth in  p ro p o sed  
§§ 314.530 an d  6 0 1 .4 3  an d  in  th is final 
ru le are  co n sisten t w ith  relev an t statu tes  
®nd provide ap p lican ts ad eq u ate d u e  
p ro cess. A s stated  in  th e p ro p o sed  ru le, 
ln lssuing its gen eral p ro ced u ral  
regulations, FD A  d ecid ed  to  afford  N D A  
noiders an o p p o rtu n ity  for a  form al 
evidentiary hearing  ev en  th ou gh  th e

co u rts h ad  n ot d ecid ed  th at su ch  a 
hearing  w as n ecessarily  legally  req uired  
(see 4 0  FR  4 0 6 8 2  at 4 0 6 9 1 , S ep tem b er 
3 ,1 9 7 5 ) .  In prom ulgating  its p ro ced u ral  
regulatio ns, FD A  also  d eterm in ed  th at a 
form al ev id en tiary  h earing  is  n ot 
req uired  b efore w ith d raw in g  ap p ro v al o f  
b io log ical p ro d u cts, b ut th at it w ou ld  b e  
ap p ro p riate to  ap p ly  th e sam e  
p ro ced u res to  b io logical p ro d u cts as to  
drug rem o val (see 4 0  FR  4 0 6 8 2  at 
4 0 6 9 1 ).

T hro ugh th e h earing  p ro cess in  th is  
f inal ru le, as in th e p ro p o sed  ru le, 
ap p lican ts w ill b e afforded the  
o p p o rtu n ity  to  p resen t an y  d ata and  
inform ation  they  b elieve to  b e relevan t 
to  th e co n tin u ed  m ark eting  o f  th eir 
p ro d u ct. T h e p ro p o sed  p ro cess also  
w ou ld  h av e p erm itted  th e p resid ing  
officer, the ad visory  co m m ittee  
m em b ers, a rep resentativ e o f  the  
ap p lican t, an d  a rep resentativ e o f  the 
C enter th at initiates the w ithd raw al  
p ro ceed in g s to  q uestion an y  p erson  
d uring  o r at th e co n clu sio n  o f  the  
p erso n ’s p resentatio n . A s d iscu ssed  
b elo w  in  resp onse to  a co m m en t, FD A  
has d ecid ed  to  allo w  u p  to  three  
rep resentativ es o f  the ap p lican t an d  o f  
the C en ter to  q uestion p resenters. 
Particip an ts co u ld  co m m en t on o r reb ut 
in form ation  an d  v iew s p resen ted  b y  
others. A s w ith  ord in ary  21  C FR  p art 15  
hearings, th e hearing  w iil b e 
tran scrib ed . Sub seq uent to  th e hearing , 
th e C om m issioner o f  Fo o d  and  D rugs 
w ou ld  ren d er a f inal d ecisio n  on  the  
m atter. T h e agency  b elieves th at the 
ad m inistrative reco rd  created  through  
th is p ro cess w ou ld  b e suff icient for 
ju d icial review .

T h e ag ency  em p h asizes th at, as p art o f  
th e ap p rov al p ro cess u n d er th is ru le, 
ap p lican ts w ill  h av e agreed  th at these  
w ith d raw al p ro ced u res ap p ly  to  the 
d rug  for w h ich  th ey  seek ap p rov al; 
ap p lican ts ob jecting  to  th ese p ro ced u res  
m ay  forego ap p rov al u n d er these  
regulatio ns an d  seek  ap p ro v al u n d er th e  
trad itio n al ap p ro v al p ro cess. U n d er 
su ch  circu m stan ces, ap p lican ts w ou ld  
n o t h av e th e b en efit o f  accelerated  
ap p rov al; if  th e drug w ere sub seq uently  
ap p rov ed , h o w ev er, b efore w ithd raw al  
o f  th e ap p rov al, th e ap p lican t w ou ld  
h ave an  o p p o rtun ity  for a 21 C FR  p art 
12 hearing .

3 4 . O ne co m m en t n oted  th at the 
“ im m inen t h az ard ”  p ro vision  o f  sectio n  
505 (e ) o f  th e act allo w s FD A  to  su sp end  
ap p ro val o f  a p ro d u ct, im m ed iately , if  it 
is found  to  p ose an  im m in en t h azard  to  
th e p u b lic h ealth . A s an altern ativ e to  
th e p ro p o sed  w ith d raw al p ro ced u re or 
in  ad d ition  to  th e “ im m in en t h az ard "  
statu to ry  p ro vision , th e co m m en t 
suggested th at, w hen  co n fro n ted  w ith  a 
d an gero us p ro d u ct on th e m ark et, FD A

co u ld  req uest th at th e ap p lican t 
v o lu n tarily  w ith d raw  its p ro d u ct, and  
m o st ap p lican ts \ vould  co m p ly  if  a 
legitim ate h az ard  exists.

A s n o ted  in  th e p ro p o sed  ru le, FD A  
and  ap p lican ts h av e often reach ed  
m u tual ag reem en t o n  th e n eed  to  
rem o ve a drug from  th e m ark et rap id ly  
w hen  significant safety  p ro b lem s n ave  
b een d isco v ered . H ow ever, ap p lican ts 
u su ally  h ave b een un w illin g  to  en ter 
in to  su ch  agreem en ts w h en  doub ts 
ab out eff ectiveness h av e arisen , su ch  as 
fo llow in g th e rev iew  o f  eff ectiveness o f  
p re -1962  ap p rov als carried  o ut u n d er 
th e D rug Ef f icacy  S tu d y  Im p lem entation  
(D ESI) p ro gram . Fo r d rugs ap p ro ved  
u n d er the accelerated  p ro ced u re  
regulatio ns, th e risk /b enefit assessm en t 
is d ep en d en t u p on  th e lik elih ood  th at 
th e surrog ate en d p oin t w ill co rrelate  
w ith  clin ical  b enefit o r that 
p ostm ark eting  restrictio n s w ill  enab le 
safe u se. If  th e effect on  th e surrogate 
d oes n ot tran slate into  a clin ical  b enefit, 
or if  restrictio n s d o  n ot lead  to  safe u se, 
th e risk /b en efit assessm en t for these 
d rugs ch an g es significantly . FD A  
b elieves th at if  that o ccu rs , rap id  
w ith d raw al o f  ap p rov al as set forth in 
th is ru le is  im p ortan t to  the p u b lic 
h ealth .

35 . U n d er th e p ro p o sed  w ithd raw al  
p ro ced u res, in  ad d ition  to  oth er 
p erso n s, o ne rep resentativ e o f  the 
C en ter th at in itiates th e w ithd raw al  
p ro ceed in g s m ay  q uestion p articip an ts  
at a w ith d raw al o f  ap p rov al hearing.

O ne co m m en t ob jected  to  lim iting  the 
C enter to  one rep resentativ e b ecau se  
d etailed  k now led ge ab out a drug  
p ro d u ct is lik ely to  b e availab le from  
several scien tists.

T h e p ro p o sed  lim itation  o f  
q uestio ning  to  single rep resentativ es of  
th e in itiating  C enter an a th e ap p lican t 
w as in ten d ed  to  m ak e the p ro ceed in gs 
m anageab le. O n fu rther co n sid eratio n , 
th e agency  h as d eterm in ed  that it w ould  
b e ap p rop riate an d  m anageab le to  allow  
u p  to  three p erso n s to  b e d esignated  as 
q u estio n ers for the ap p lican t and  for 
FD A . S ectio n s 3 1 4 .5 3 0 (e )(2 ) and  
60 1 .4 3 (e )(2 ) h ave b een  revised  
accord in gly .

3 6 . S om e co m m en ts q uestio ned  FD A ’s 
ab ility  to  w ith d raw  ap p ro val u n d er the 
p ro p o sed  p ro ced u res ef f iciently  or 
eff ectively  b ecau se of: (lp T h e  lack of  
assu ran ce that the results o f  
p ostm ark eting  stu d ies w ill b e prom p tly  
p ro vid ed  to  FD A ; (2) lim ited  agency  
reso u rces to  rev iew  stud y results and act 
u p on  th em  p ro m p tly ; (3) the d if f iculties 
asso ciated  w ith  estab lishing  that an 
ap p rov ed  drtig is  “ inef fectiv e;”  an d  (4) 
p o litical p ressu re n o t to  rescin d  the 
ap p ro val o f  N D A ’s  for drug p ro d ucts  
that m ay lack  ev id en ce o f  effectiveness,
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esp ecially  if  n o  clearly  eff ectiv e 
altern ativ e treatm en ts are availab le. O ne 
co m m en t of fered th e o p in io n  th at w here  
a dru g sh ow s only  m o d est ev id en ce o f  
b enef it, p erh ap s on  a su rrog ate 
en d p oin t, and  o nly  sh o w s eq u iv ocal  
ev id en ce o f  cl in ical  ef f icacy  in  
p ostm ark etin g  stu d ies it w o u ld  b e  
d if ficult an d  so cially  d isru p tiv e to  
w ith d raw  ap p rov al an d  rem o v e th e drug  
from  th e m ark et if  th e d rug  h as b eco m e  
w ell  estab lished  an d  accep ted , an d  there  
is n o  issue o f  to xicity . A n o th er co m m en t 
b elieved  it w o u ld  b e d if f icult to  
w ith d raw  ap p rov al o f  a drug th at m ay  
b e b en eficial in  a su b p op ulation  b u t 
w h ich , in fact, h as n ot b een sh ow n  to  b e 
ef f icacio u s in b ro ad er p atien t 
p op u lation  stu d ies. T h e co m m en ts  
suggested th e n eed  for a lesser san ctio n .

A n o th er co m m en t suggested  that 
exp ed iting  rem o v al o f  a p ro d u ct from  
th e m ark et co u ld  b e acco m p lish ed  b y  
using  a p ro ced u re lik e th e “ im m inen t 
h az ard ”  p ro vision  o f  th e act, i .e ., 
im m ed iate rem o val o f  th e d rug  from  the 
m ark et if  an y  o f  th e co n d itio n s listed  in 

ro p osed  §  3 1 4 .5 3 0  w ere m et fo llow ed  
y  a hearing .

A lth ough the p oten tial d if f iculties 
cited  b y  th e co m m en ts are real, th ey  are  
n ot fund am entally  d if ferent from  
d eterm in atio n s FD A  regu larly  m u st 
m ake in carryin g  o u t its resp on sib ilities. 
T h e n ew  reg u latio n s p ro vid e for an  
exp ed ited  p ro ced u re to  w ith d raw  
ap p ro val; th ey  d o  n ot guarantee th at 
resu lts o f  stu d ies w ill b e w h o lly  
unam b ig uous o r th at FD A  w ill  alw ay s  
b e ab le to  p rev ail  in its v iew  as to  th e  
n eed  for w ith d raw al, an y  m o re than  
cu rren t w ith d raw al p ro ced u res do . T h e  
stu d ies b eing carried  o ut u n d er th ese  
p ro vision s w ill  b e co n sp icu o u s and  
im p ortan t an d  th eir co m p letio n  w ill  b e 
w id ely  k now n. T h ere is n o  reason  to  
b elieve th eir resu lts w ou ld  o r co u ld  b e 
long  h id d en . A  stu d y  th at fails to  show  
clin ical  eff ectiv eness d oes n ot p ro ve a 
dru g h as n o  cl in ical  eff ect b u t it is a 
stu d y  th at, u n d er §  3 1 4 .5 3 0 , w ill  lead  to  
a w ith d raw al p ro ced u re b ecau se it has  
failed  to  sh o w  th at th e surrog ate  
en d p oin t on  w h ich  ap p rov al w as b ased  , 
can  b e co rrelated  w ith  a favorab le 
clin ical  effect. T h is m ay  h ave o ccu rred  
b ecau se th e stu d y  w as p oo rly  d esigned  
o r co n d u cted ; w h ile FD A  w ill  m ak e 
ev ery  effort to  av oid  th is , th e  
co m m ercial  sp o n so r h as th e  
resp on sib ility  for p ro vid in g  th e n eed ed  
ev id en ce con firm ing  cl in ical  b en efit. A s  
p rev io u sly  d iscu ssed , § $  3 1 4 ,5 1 0  an d  
6 0 1 .4 1  h ave b een rev ised  to  clarify  that 
req uired  p ostm ark eting  stu d ies m u st 
also  b e aaeq u ate an d  w ell-co n tro lled . 
T h e p ossib ility  th at an  inef fectiv e d rug  
h as b eco m e “ accep ted ”  is n o t a b asis for 
co n tin u ed  m ark eting . FD A  in ten d s to

im p lem en t th e p ro vision s o f  §  3 1 4 .5 3 0  
as ap p rop riate; d ata that are am b iguous 
w ill inev itab ly  lead  to  dif f icult 
jud gm ents.

A  d rug  w ith  clear clin ical  
eff ectiveness in a sub set o f  the 
p op u lation , b u t n o t in th e p op ulation  
d escrib ed  in lab eling, w o u ld  h av e its  
lab eling rev ised  to  ref lect the d ata. 
W ith d raw al w ou ld  b e inap p ro p riate  
u n d er su ch  circu m stan ces.

If  an  im m in en t haz ard  to  th e p ub lic 
h ealth  exists , th e S ecretary  o f  H ealth  
and  H um an S erv ices m ay  su sp end  
ap p ro v al o f  an ap p licatio n  and  then  
afford the ap p lican t an o p p ortun ity  for 
an exp ed ited  hearing . In th e ab sen ce o f  
a sig nificant h azard  req uiring  im m ed iate  
w ith d raw al, FD A  b eliev es the exp ed ited  
p ro ced u re d escrib ed  in the ru le satisf ies 
th e n eed  for p ro m p t actio n  w h ile, at th e  
sam e tim e, allo w ing  o p p o rtun ity  for 
d iscu ssion  and  deb ate b efore 
w ith d raw al.

37 , O ne co m m en t n oted  th at th e  
p ro p o sed  ru le w ou ld  allo w  FD A  to  
w ith d raw  ap p ro v al for failure to  
p erform  th e req uired  p ostm ark eting  
stu d ies w ith  d ue d iligence. T h e  
co m m en t asserted  th at th e act d oes not 
p erm it FD A  to  w ith d raw  ap p rov al on  
th is ground . A n o th er co m m en t, 
h ow ev er, suggested  th at b ecau se  
p ro p osed  § §  3 1 4 .5 3 0  and  6 0 1 .4 3  cite  
g ro und s for w ith d raw al o f  ap p ro v al that 
are not ground s u n d er the act, th e  
language o f  these p ro p o sed  sectio n s  
sh o u ld  b e rev ised  to  u se language that 
clo ser alig ns to  th at u sed  in the act, e.g ., 
d escrib e a “ p ostm ark etin g  stu d y ”  in 
statuto ry  language.

FD A  reaf firm s th e p osition  exp ressed  
in th e p ream b le to  the p ro p osal (57  FR  
1 3 2 3 4  at 1 3 2 3 9 ) th at there is ad eq uate  
au th o rity  u n d er th e act to  w ith d raw  
ap p rov al o f  an ap p licatio n  for th e  
reason s stated  u n d er p ro p o sed  
§ §  3 1 4 .5 3 0  an d  6 0 1 .4 3 , w h ich  in clu d e  
failure o f  an ap p lican t to  perf orm  the 
req uired  p ostm ark etin g  stu d y  w ith  d ue  
d iligen ce. S ection  505(e) o f  the act 
au th o riz es the ag ency  to  w ith d raw  
ap p ro val o f  an N D A  if  n ew  inf orm ation  
sh o w s th at th e d rug h as n o t b een  
d em o nstrated  to  b e eith er safe o r 
eff ectiv e. A p p ro val m ay  also  b e  
w ith d raw n  if  the ap p lican t h as failed  to  
m ain tain  req uired  reco rd s o r m ak e 
req uired  rep o rts. In ad d ition , ap p rov al  
in ay  b e w ith d raw n  if  new  in f orm ation , 
along w ith  th e inform ation  co n sid ered  
w hen  the ap p licatio n  w as ap p rov ed , 
sh ow s th e lab eling  to  b e false o r 
m islead ing .

Fo r b io logical p ro d u cts, sectio n  
351(d ) o f  the PH S  A ct au th o riz es  
ap p ro v al o f  licen se ap p licatio n s u n d er 
stan d ard s d esigned  to  en su re co n tin u ed  
saf ety , p u rity , an d  p o ten cy . “ Po ten cy "

for b io log ical p ro d u cts includes 
eff ectiv eness (21 C FR  600.3(s)). The PHS 
A ct d oes n o t sp ecif y  licen se revocation 
p ro ced u res, excep t to  state that licenses 
m ay b e su sp en d ed  an d  revoked “ as 
p rescrib ed  b y  reg u latio n s.”

Fo r d ru gs ap p rov ed  und er §  314.510, 
FD A  w ill  h ave d eterm in ed  that reports 
o f  p ostm ark eting  stu d ies are critical to 
th e risk /b en efit b alan ce needed for 
ap p rov al; if  th o se rep orts are not 
fo rth com in g , th en , u n d er authority of 
sectio n  505(d ) o f  the act, the drug 
can n o t on  an  ongoing b asis m eet the 
stan d ard s o f  safety  and  efficacy required 
for m ark etin g  u n d er th e act. Therefore, 
it is  im p o rtan t to  ensu re that the 
ap p lican t m ak e a good faith effort to 
co m p lete an y  req uired  postmarketing 
stu d ies in a tim ely  m an n er so that FDA 
can  rap id ly  d eterm in e w hether the 
surrog ate en d p oin t up on w hich the drug 
w as ap p rov ed  h as b een confirm ed to 
co rrelate w ith  cl in ical  b enefit. Failure to 
sub m it th e stu d y  results in a timely 
fashion w ou ld  also  constitu te failure to 
m ak e a req uired  rep ort. Sim ilarly, 
w ith ou t sub m ission o f  the information 
from  req uired  postm ark eting  studies on 
b io log ical p ro au cts  ap proved under 
th ese p ro ced u res, th e b iological product 
is n ot assu red  o f  co ntinued  safety and 
ef fectiv eness. T h e licen se application 
m ay , therefore, ap p rop riately  be revoked 
as d escrib ed  in §  6 0 1 .4 3 .

FD A  d oes n ot f ind the statem ents of 
the gro u n d s for w ithd raw al of  approval 

u n d er § §  3 1 4 .5 3 0  and  6 0 1 .4 3  of this rule 

in co n sisten t w ith  statutory  language or 

am b iguous. T h e agency  notes that, in 

the event n on e o f  the grounds for 
w ith d raw al sp ecif ically  listed in 

§  3 1 4 .5 3 0  or § 6 0 1 .4 3  ap plies, but 
an o th er g ro und  for w ithd raw al under 

sectio n  5 0 5  o f  th e act or section 351 of 

the PH S  A ct an d  im plem enting  

regulatio ns at 21 C FR  3 1 4 .150  or 601.5 

d oes ap p ly , th e agency  w ill proceed to 

w ith d raw  ap p ro val und er traditional 

p ro ced u res.
38 . T w o  co m m en ts expressed  concern 

th at it m ay  b e dif f icult for the agency to 

en fo rce th e req uirem ent that 
p ostm ark eting  stud ies b e pursued witn 

d u e d iligen ce. T h e co m m en ts asked 

w h at w o u ld  h ap p en if  a sponsor using 

d u e d iligen ce is unab le to recruit 
enou gh p atien ts, o r if  the sponsor 

q uestio ns th e valid ity  o f  the data from 

th e req uired  postm ark eting  study, ana 

w o u ld  clu m sy  d ata m anagem ent be seen 
as suff icient reason  to  rescind  approve 
for a m ark eted  drug? A nother common 
stated  th at o n ce a p ro d u ct is approved 
an d , b y d ef initio n , provid es a 
“ m eaningful therap eu tic benefit over 
existin g  th erap ies ,”  study accrual may 
d ro p  off  d ram atically  as patients may 
refu se to  receiv e th e “ old  therapy ° r
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placebo, or p h y sician s m ay  co n sid er it 
unethical not to  treat all  p atien ts w ith  
the approved in d icatio n  w ith  the n ew  
drug or b io logical p ro d u ct. U n d er these 
circum stances, the co m m en t exp ressed  
the opinion that n eith er th e sp o n so r n o r 
the product sh o u ld  b e p en aliz ed , n o r 
should there b e a th reat to  w ith d raw  
approval. Based  on  FD A ’s  p ast h isto ry  
in postm arketing stu d ies, w h ich  one 

comment ch aracteriz ed  as resultin g  in  

p o o rly  done stu d ies, stu d ies co n d u cted  

m uch later than ag reed  u p on , o r n o t at 
all, the com m ent exp ressed  th e op inio n  

that the ’ ’due d ilig en ce”  w ith  w h ich  

ap p lic an ts are exp ected  to  carry  out 
postmarketing stu d ies m ay  b e an  overly  

great exp ectatio n . O ne co m m en t ask ed  

FDA  to give exam p les o f  w hen  it m ay  
w ithd raw  ap p rov al if  ’ ’o th er ev id en ce  
demonstrates th at th e d ru g p ro d u ct is 
not shown to  b e safe o r effective u n d er 
its conditions o f  u se ”  (p rop o sed  
§§ 314.530(a)(6) an d  60 1 .4 3 (a)(6 )).

FD A  d o e s  n ot ag ree th at it w ill b e 
d ifficu lt to enfo rce th e ‘ ‘d u e d iligen ce”  
p ro v isio n  of  th is ru le. T h e  " d u e  
d ilig en c e ”  p ro vision  w as d esigned  to  
ensure that the ap p lican t m ak es a good  
faith e f fo rt to  co n d u ct a req uired  
p o stm ark etin g  stu d y  in  a tim ely  m an n er 
to c o n f irm  the p red ictiv e v alu e o f  th e "  > 
su rro g ate m ark er o r o th er in d icato r. A n y  
req u irem en t for p ostm ark eting  stu d ies  
w ill h av e  b een ag reed  to  b y the 
ap p lican t at the tim e o f  ap p rov al, and  if  
the stu d y  is not co n d u cted  in a tim ely  
m anner a s  agreed to  b y  th e ap p lican t, 
ap p ro v al of  the ap p lican t’s ap p lication  
w ill b e  w ithd raw n. FD A  w ill  exp ect any  
req u ired  p ostm ark eting  stu d y  to  be 
co n d u c ted  in co n su ltatio n  w ith  the
agency. T herefore, sh o u ld  th e ap p lican t 
encounter p ro b lem s w ith  sub ject 
enrollment in a stu d y  o r eth ical  
difficulties ab out th e typ e o f  stu d y  to  
conduct, FD A  exp ects  th e ap p lican t to  
discuss these p ro b lem s w ith  the agency  
and reach ag reem en t on  th eir resolution .

Examples o f  o th er ev id en ce  
demonstrating the dru g p ro d u ct is not 
shown to be safe and  ef fective co u ld  
include further stu d ies o f  the effect o f  
the drug and  th e surrogate en d p oin t th at 
fail to show  the ef fect seen  in p revio u s  
studies, new  ev id en ce,castin g  d oub t on  
the valid ity o f  the su rrogate en d p o in t as  
a predictor o f  cl in ical  b enefit, o r n ew  
evidence o f  sig nificant to xicity .

39. So m e  co m m en ts ob jected  to  
W ithd raw al o f  ap p ro v al o f  a d rug  
p ro d u ct ap p roved  u n d er th e accelerated  
ap p ro v al p ro cess b ecau se o f  p erceiv ed  
M isc o n d u c t b y the ap p lican t, su ch  as 
ailu re to perform  a req u ired  

p o stm ark etin g  stu d y  w ith  d u e d iligen ce  
or use of p ro m otio n al m aterials th at are  

° r m islead ing . T h e co m m en ts  
“ Su ed  th a t d ie p rim ary  p u rp ose o f  th e

accelerated  ap p ro v al p ro cess is to  
p ro vid e im p ro v ed  treatm en ts to  
d esp erately  ill  p atien ts at th e earliest 
p ossib le tim e, an d  w ith d raw al o f  
ap p ro val o f  th e n ew  treatm en ts for 
reason s not d irectly  related  to  safety  o r 
ef f icacy  u n d erm in es the p u rp ose o f  the  
p ro p osed  ru le. T w o  co m m en ts  
suggested th at co rrectio n  o f  the 
p ro m otio n al m aterial w ith ou t 
interru p tio n  o f  access  to  th e drug w ou ld  
b e a b etter ap p roach . A n o th er co m m en t 
suggested th at there m ay  b e 
circu m stan ces w here co n tin u ed  access  
to  th e drug, if  acco m p an ied  b y  inform ed  
co n sen t, w o u ld  b e ap p ro p riate even  if  
su b stantial q uestions arise ab out a 
p ro d u ct’s safety  an d  eff ectiv eness. O ne 
co m m en t urg ed  that an ticip ated  
w ith d raw al o f  ap p rov al b e p reced ed  b y  
m easures to  ensu re that p atients and  
th eir p h y sician s w ill h ave an  
u n in terru p ted  sup p ly  until altern ativ e  
treatm en t arrangem ents can  b e m ad e.

T h e n eed  for ‘ ‘d ue d iligen ce”  in 
co n d u ctin g  th e agreed to  postm ark eting  
stu d ies is d iscu ssed  in p aragrap h 37 . 
T h e reason s for co n cern  ab out 
m islead in g  p ro m otio nal m aterials are  
d iscu ssed  u n d er p aragrap h 16. W ith  
resp ect to  p ro m otio nal m aterials, FD A  
exp ects that, in m ost cases, an y  
d isagreem en ts b etw een  the ap p lican t 
an d  FD A  w ill  b e resolved  through  
d iscu ssion  and  m od if ication  o f  d ie  
m aterials , so  that the drug or b io logical  

ro d u ct can  co n tin u e to  b e m ark eted . If, 
ow ever, FD A  co n clu d es that the 

p ro m otio n al m aterials ad versely  affect 
th e risk /b en efit co n clu sio n  sup p orting  
th e d ru g ’s m arketing , the agency  intend s 
to  m inim ize the risk  to  the p u b lic health  
b y rem oving  the p ro d u ct from  the  
m ark et through the w ithd raw al  
p ro ced u res in th is rule.

4 0 . O ne co m m en t exp ressed  co n cern  
th at th e p ro p osed  w ithd raw al p ro ced u re  
m ay  g ive the ap p earan ce o f  b ias or 
p reco n ceiv ed  notion s on the part o f  the  
ag ency  b ecau se the final d ecisio n  to  
w ith d raw  ap p roval o f  a drug w ould  b e 
m ad e b y the C om m ission er o f  Fo o d  and  
D rugs an d  the intentio n  to  w ithd raw  
ap p rov al o f  the drug w ill alread y  h ave  
b een d eterm in ed  b y the agency.

U n d er the w ith d raw al p ro visions o f  
th is ru le, FD A ’s CD ER or C BER, rath er 
than the C om m issioner, w ill in itiate the 
w ith d raw al p roceed in gs. T h e  
w ith d raw al p ro cess w ill b egin w ith  a 
letter from  CD ER or C BER notifying the  
ap p lican t th at th e C enter p ro p oses to  
w ith d raw  m arketing ap p ro val and  
stating  the reason s for the p ro p osed  
actio n . A lthough sep aration  o f  functions 
w ill not ap p ly  u n d er the p ro vision s o f  
§ § 3 1 4 .5 3 0  o r 6 0 1 .4 3 , the 
C o m m issio n er’s d ecisio n  regarding  
w ith d raw al w ou ld  not o ccu r until after

th e ap p lican t h ad  an  o p p o rtun ity  for 
h earing  as d escrib ed  in tho se sectio ns. 
T h e C om m ission er w ou ld  then  exp ect to  
rev iew  th e issues w ith  ob jectivity  and  
fairness h avin g  had  the b enefit o f  the  

resentatio n s and  d iscu ssion s at the  
earing  and  o f  the ad viso ry  co m m ittee’s 

recom m en d atio n s.

H . S afe g u ar d s  f o r  P at ie n t  S a fe t y

4 1 . O ne co m m en t asked if  drugs 
ap p rov ed  u n d er th e accelerated  
ap p rov al p ro cess w ill b e h eld  to  the  
sam e stan d ard s co n cern in g  
p ostm ark eting  safety  as drugs ap p roved  
b y  th e trad itio n al p ro cess.

A s d iscu ssed  in  th e p ream b le to  the 
p ro p osed  ru le, ap p lican ts gaining  
ap p ro v al for new  d rugs through the 
accelerated  ap p rov al p ro ced u res w ill  
also  b e exp ected  to  ad h ere to  the  
ag en cy ’s longstanding  req uirem ents for 
p ostm ark eting  record k eep in g  and  safety  
rep orting  (see 21 C FR  3 1 4 .8 0  and  
3 1 4 .8 1 ). Inform ation  th at co m es to  FD A  
from  th e ap p lican t o r elsew here that 
raises p oten tial safety  co n cern s w ill  b e 
evalu ated  in th e sam e m an n er that such  
inform ation is ev alu ated  for drugs 
ap p ro ved  u n d er the ag en cy ’s trad itional  
p ro ced u res. If  the p ostm ark eting  
inform ation sh ow s that the risk /b enefit 
assessm en t is no  longer favorab le, the 
agency  w ill act acco rd in g ly  to  rem ove  
th e drug from  the m arket.

4 2 . Chie co m m en t urged  FD A , if  the  
p ro p osed  ru le w ere ad op ted , to  req uire 
w ritten  inform ed  co n sen t so  that 
p atien ts w ould  k now  th at the drugs 
w ith  w h ich  they  w ere b eing treated  had  
risk s and  that th e b enefits had  n ot b een  
ad eq uately  estab lished .

T h e agency  d oes n ot agree that 
p atien ts using  drug p ro d u cts ap p roved  
u n d er the accelerated  ap p ro val  
reg ulatio ns should  b e asked to  provid e 
w ritten  inform ed  co n sen t. D rugs 
ap p ro ved  u n d er these p ro visions are not 
co n sid ered  exp erim en tal drugs for their 
ap p ro ved  uses. Like all  ap p ro ved  drugs, 
drugs ap p roved  u n d er these p rovisions 
w ill  h ave b oth  risk s and  b enefits. A s  
p revio usly  d iscu ssed  in th is pream b le, 
for drugs ap p ro ved  b ased  on stud ies 
show ing an effect on  a surrogate 
end p oint, the ap p roved  labeling w ill 
d escrib e that effect. In ad d ition , the  
labeling w ill  co n tain  inf orm ation  on  
know n and  p otential safety hazard s an d  
p recau tion ary  inf orm ation . A s w ith  all 
p rescrip tion  drugs, th e p h ysician  has 
th e responsib ility  for ap p ro p riately  
ad vising th e p atient regarding the drug  
b eing p rescrib ed .

43 . O ne co m m en t ask ed  that FD A  
req uire m an u factu rers to  m aintain  an 
u p d ated  list o f  n am es, ad d resses, and  
p hone num b ers o f  p h ysician s  
p rescrib ing  th eir p ro d u cts ap p roved
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u n d er th is ru le, an d  in  th e case  o f  recall  
o r w ith d raw al o f  ap p ro v al, req uire 
m an u factu rers to  co n tact th ese  
p h y sician s an d  en co u rag e th em  to  notify  
th eir p atients.

FD A  d oes n o t b eliev e su ch  a  
p ro ced u re is n ecessary . Fu rth erm o re, 
m aintainin g  su ch  a reg istry  for d ru gs  
p rescrib ed  throu gh  p h arm acies w ou ld  
b e v ery  d if f icult. A g en cy  exp erien ce  
w ith  recalls  an d  p ro d u ct w ith d raw als  
in d icates th at th e m eth od s o f  
n otif icatio n  th at h av e b een  d evelo p ed  
for su ch  circu m stan ces are  ad eq uate.

4 4 . O ne co m m en t reco m m en d ed  th at 
FD A  req uire p atien t p ack age inserts 
(PPI’s) for all d ru gs p an te d  accelerated  
ep p rov al th at w o u ld  state  the sp ecif ic 
restrictio n s p laced  on a drug p ro d u ct 
an d /o r th e reason  fo r req uiring  
p ostm ark eting  stu d ies. In ad d itio n , th e  
co m m en t reco m m en d ed  that FD A  
r equire th e m an u factu rer to  in clu d e an  
ad verse d ru g  reactio n  “ h o tlin e”  p hone  
num b er in  th e PPI alon g  w ith  an  FD A  
p h on e nu m b er. T h e PPI sh o u ld  inform  
th e p atien t to  rep o rt im m ed iately  any  
ad verse dru g reactio n  exp erien ced  to  h is  
or h er d o cto r, the m an u factu rer, an d  
FD A , an d  th e m an u f actu rer sh o u ld  b e  
req uired  to  co n tact FD A  im m ed iately  
af ter receiv in g  a rep o rt o f  a serio u s  
ad verse reactio n .

FD A  co n clu d es th at p atien t p ack ag e 
in serts are n o t ro u tin ely  n eed ed  for 
drugs g ranted  accelerated  ap p rov al, 
although if  circu m stan ces m ad e one 
ap p rop riate, o ne w o u ld  b e d evelop ed  
for a p articu lar drug. A s w ith  an y  
p rescrip tio n  d ru g, th e ap p rov ed  lab eling  
for a p ro d u ct gran ted  accelerated  
ap p rov al w ill  co n tain  inform ation  ab out 
the safe an d  ef fective u se o f  the p ro d u ct, 
inclu d in g  al l  n ecessary  w arn in g s and  
th e exten t o f  cl in ical  exp o su re. In  
ad d itio n , th e co n d itio n s o f  u se w ill  b e  
carefu lly  w o rd ed  to  ref lect th e n atu re o f  
the d ata su p p o rtin g  th e p ro d u ct’s  
ap p ro val. Ph y sician s h av e th e  
resp o n sib ility  to  inform  p atien ts ab out 
th e safe an d  ef fective u se o f  an  ap p rov ed  
p ro d u ct. Lab eling  in clu d es su ggestio ns 
to  th e p h y sician  co n cern in g  inform ation  
to  b e p ro vid ed  to  p atien ts.

T h e ag ency  n o tes that in th is f inal  
ru le lim ited  ed ito rial ch an g es h av e b een  
m ad e to  th e w ord in g  o f  th e p ro p o sed  
ru le. H ie  ag en cy  h as d eterm in ed  th at 
th ese ch an g es d o  n o t aff ect th e in ten t o f  
th e p ro p o sed  ru le.

V . Econom ic I mpact

In acco rd an ce  w ith  Execu tiv e O rd er 
1 2 2 9 1 , FD A  h as carefu lly  an aly z ed  th e  
eco n o m ic ef fects o f  th is f in al ru le and  
h as d eterm in ed  th at it is n o t a m ajor 
ru le as d ef ined  b y  th e O rd er. Ind eed , 
b ecau se f irm s w ill  n o t b e fo rced  to  u se  
th e accelerated  ap p ro v al m ech an ism ,

ap p lican ts w ill  m ost prob ab ly  ch o o se to  
take ad vantage o f  the p to gram  only  
w here its u se is exp ected  to  red u ce n et 
co sts , S im ilarly , th e f inal ru le d oes n ot 
im p ose a significant eco n o m ic im p act 
on a su b stantial n u m b er o f  sm all  en tities  
so  as to  req uire a regu latory  f lexib ility  
an aly sis u n d er th e req u irem en ts o f  th e  
Regulatory  Flexib ility  A ct o f  1 9 8 0 .

V L En v iro n m en tal Im p act

T h e ag ency  h as d eterm in ed  u n d er 21  
C FR  2 5 .24 (a)(8 ) that th is actio n  is  o f  a 
typ e th at d oes n o t in d iv id u ally  o r 
cu m u lativ ely  h av e a sig nificant eff ect on  
th e h um an en viro n m en t. T herefore, 
n eith er an  en viro n m en tal assessm en t 
n o r an  en viro n m en tal im p act statem en t 
is req uired .

V II. Pap erw o rk  R ed u ctio n  A ct o f  1 9 8 0

T h is ru le d oes n o t co n tain  n ew  
co llectio n  o f  inform ation  req uirem ents. 
S ection  3 1 4 .5 4 0  d o es refer to  regulatio ns 
th at co n tain  co llectio n  o f  inform ation  
req u irem en ts th at w ere p revio u sly  
su b m itted  for rev iew  to  the D irecto r o f  
th e O ffice o f  M anag em ent and  Bud get 
(O M B) u n d er sectio n  3 5 0 4  o f  the  
Pap erw o rk  R ed uctio n  A ct o f  1 9 8 0  
(A d verse D rug Exp erien ce R ep orting , 
O M B N o. 0 1 9 0 - 0 2 3 0 ) .

List o f  S ub jects

2 1  C FR  P ar t  3 1 4

A d m in istrative p ractice  and  
p ro ced u re, C on fid ential b usin ess  
in form ation , D rugs, R ep orting  and  
record k eep in g  req uirem ents.

2 1  C FR  P ar t  6 0 1

Biolo gies, C onfid ential b usin ess  
inf orm ation.

T h erefore, u n d er th e Fed eral  Fo o d , 
D rug, and  C osm etic A ct, th e Pu b lic 
H ealth  S erv ice A ct, an d  u n d er auth ority  
d elegated  to  th e C om m ission er o f  Fo o d  
an d  D rugs, 2 1  C FR  p arts 3 1 4  and  60 1  are  
am en d ed  as follow s:

PART 314—APPLI CATI ONS FOR FDA 

APPROVAL TO MARKET A NEW  DRUG 

OR AN ANTI BI OTI C DRUG

1 . T h e au th o rity  citatio n  for 21  C FR  
p art 3 1 4  co n tin u es to  read  as fo llow s:

Authority: Secs. 201,301, 501, 502, 503, 
505, 506, 507, 701, 706 o f the Federal Food, 
Drug, and Cosmetic A ct (21 U.S.C. 321, 331, 
351, 352,353, 355, 356, 357, 371, 376).

2 . S ub p art H  co n sistin g  o f  § §  3 1 4 .5 0 0  
through 3 1 4 .5 6 0  is ad d ed  to  read  as  
follow s:

Subpart H— Accelerated Approval o< New  

Drugs tor Serious or Ufa-Threatening  
I llnesses

Sec.
314.500 Scope.

Se c .

314.510 Approval based on a surrogate
endpoint or on an effect on a clinical
endpoint o ther than survival or
irreversible morbidity.

314.520 Approval w ith restrictions to
assure safe use.

314.530 Withdrawal procedures.
314.540 Postmarketing safety reporting. 
314.550 Promotional materials.
314.560 Termination o f requirements

Subpart H — Accelerated A p p ro v a l o f Nsw 

Drugs for Serious or U fa -T h re a te n in g  

lUneesee

§314.500 Scope.

T h is su b p art ap p lies to  certain new 
drug an d  an tib io tic p ro d u cts that have 
b een stu d ied  for th eir safety and  
eff ectiv eness in  treatin g  serious or life- 
threaten in g  illn esses and  that provide 
m eaningful th erap eu tic b enefit to 
p atien ts o ver existin g  treatm ents (e g., 
ab ility  to  treat p atien ts unresponsive to, 
o r in to leran t of , availab le therapy, or 
im p rov ed  p atien t resp on se over 
availab le therap y).

$314.510 Approval based on a surrogate 
endpoint or on an effect on a clinical 
endpoint other then survival or irreversible 
morbidity.

FD A  m ay  grant m arketing approval 
for a n ew  d rug p ro d u ct on the basis of 
ad eq uate an d  w ell-con tro lled  clinical 
trials estab lishin g  th at the drug product 
h as an  effect on  a surrogate endpoint 
that is  reasonab ly  likely, b ased on 
ep id em io lo g ic, therap eu tic, 
p ath o p h y sio lo g ic, o r oth er evidence, to 
p red ict cl in ical  b enefit or on the basis 
o f  an  effect on  a clin ical  endpoint other 
than su rv ival o r irreversib le morbidity. 
A p p ro val u n d er th is sectio n  w ill be 
sub ject to  th e req uirem ent that the 
ap p lican t stu d y  the drug further, to 
verify  and  d escrib e its clinical benefit, 
w h ere th ere is  u n certain ty  as to the 
relatio n  o f  th e surrog ate endpoint to 
clin ical  b enef it, o r o f  the observed 
cl in ical  b enef it to  u ltim ate outcome. 
Postm ark etin g  stu d ies w ould  usually be 
stu d ies alread y  u nd erw ay . W hen 
req u ired  to  b e co n d u cted , such studies 
m u st also  b e ad eq uate and  w ell- 
co n tro lled . T h e ap p lican t shall carry out 
an y  su ch  stu d ies w ith  due diligence.

$ 314.520 Approval wHh restrictions to 

assure sa fe use.

(a) If  FD A  co n clu d es that a drug 
p ro d u ct sh o w n  to  b e effective can be 
safely  u sed  o n ly  if  distribution or use is 
restricted , FD A  w ill  require such , 
p ostm ark eting  restriction s as are needs“ 
to  assu re safe use o f  the drug p r o d u c t ,  

8U cll 88«
(1) D istrib utio n restricted  to certain 

facilities o r p h y sician s w ith special 
train in g  o r exp erien ce; or



F e d e ra l  R e g is te r /  V o l. 5 7 ,  N o . 2 3 9  /  Frid a y , D e cem b er 1 1 , 1 9 9 2  /  R u le s  an d  R e g u latio n s  5 8 9 5 9

(2) D istrib ution co n d itio n ed  on  the  
perform ance o f  sp ecif ied  m ed ical  
procedures.

(b) T he lim itation s im p osed  w ill b e  
com m ensurate w ith  th e sp ecif ic safety  
concerns p resen ted  b y  th e d rug  p ro d u ct.

$314,539 W ithdraws! procedures.

(a) For n ew  d ru gs and  an tib iotics  
approved u n d er § § 3 1 4 .5 1 0  and  3 1 4 .5 2 0 , 
FDA  m ay w ith d raw  ap p rov al, follow ing  
a hearing as p ro vid ed  in  p art 15  o f  this 
chapter, as m od if ied  b y  th is sectio n , if;

(1) A  p ostm ark eting  clin ical  stu d y  
fails to verify clin ical  b enefit;

(2) T he ap p lican t fails to  perf orm  th e  
required p ostm ark eting  stu d y  w ith  d ue  
diligence;

(3) U se after m ark eting  d em o nstrates  
that postm arketing restrictio n s are  
inadequate to  assu re safe u se o f  the drug  
product;

(4) T he ap p lican t fails to  ad h ere to  the  
postm arketing restrictio n s agreed  u p on;

(5) T he p ro m otio n al m aterials are 
false or m islead ing ; or

(6) O ther ev id en ce d em o nstrates that 
the drug p ro d u ct is n o t sh o w n  to  b e safe 
or effective u n d er its co n d itio n s o f  use.

(b) N o t ic e  o f  o p p o r t u n it y  f o r  a  
hearin g . T he D irecto r o f  th e C enter for 
Drug Evaluation  an d  R esearch  w ill give 
the applicant n o tice  o f  an  o p p o rtu n ity  
for a hearing on th e C en ter’s p ro p osal to  
withdraw  the ap p rov al o f  an ap p lication  
approved u n d er §  3 1 4 .5 1 0  o r §  3 1 4 .5 2 0 .  
The notice, w h ich  w ill o rd in arily  b e a 
letter, w ill state g enerally  th e reason s for 
the action an d  th e p ro p o sed  g ro und s for 
the order.

(c) S u b m iss io n  o f  d a t a  a n d  
in fo r m at io n , ( l )  If  th e ap p lican t fails to  
file a w ritten req u est fo r a h earing  
within 15 d ay s o f  receip t o f  the n o tice, 
the ap p licant w aiv es th e o p p o rtu n ity  for 
a hearing.

(2) If the ap p lican t f iles a tim ely  
request for a h earing , th e ag ency  w ill  
publish a n o tice o f  h earing  in  th e  
Federal R egister in acco rd an ce  w ith  
§s 12.32(e) an d  1 5 .2 0  o f  th is ch ap ter.

(3) A n ap p lican t w h o  req u ests a 
hearing u nd er th is sectio n  m u st, w ith in  
30 days o f  receip t o f  th e n o tice  o f  
opportunity for a h earing , su b m it the  
data and inform ation  u p on  w h ich  the 
applicant in ten d s to  rely  at th e hearing .

(d) S e p ar at io n  o f  fu n c t io n s .

Separation o f  f u n ction s (as sp ecif ied  in  
§ 10.55 of  this ch ap ter) w ill  n o t ap p ly  at 
&ny point in w ith d raw al p ro ceed in g s  
under this sectio n .

(e) P r o c e d u r e s  f o r  h e ar in g s . H earings 
neld under this sectio n  w ill  b e  
conducted in acco rd an ce  w ith  th e  
provisions o f  p art 15  o f  th is ch ap ter, 
with the follow ing m o d if icatio n s:

U ) A n ad viso ry  co m m ittee d u ly  
constituted u n d er p art 14  o f  th is ch ap ter

w ill b e p resen t at th e hearing . T h e  
co m m ittee w ill b e ask ed  to  rev iew  the  
issues inv o lv ed  and  to  p ro vid e ad v ice  
and  recom m en d atio n s to  the  
C om m ission er o f  Fo o d  an d  D rugs.

(2) T h e p resid ing  o fficer, the ad viso ry  
co m m ittee m em b ers, u p  to  three  
rep resentativ es o f  th e ap p lican t, an d  u p  
to  three rep resentativ es o f  the C enter 
m ay  q uestion any  p erso n  d uring  o r at 
th e co n clu sio n  o f  the p erso n ’s 
p resen tatio n . N o  o th er p erson  attend ing  
th e hearing  m ay  q uestion a p erson  
m ak ing  a p resentatio n . T h e p resid ing  
off icer m ay , as a m atter o f  d iscretion , 
p erm it q uestions to  b e sub m itted  to  the 
p resid ing  o ff icer for resp o n se b y  a 
p erson  m ak ing  a p resentatio n .

(f) Ju d ic ia l r ev iew . T h e  
C om m ission er’s d ecisio n  co n stitu tes  
f inal ag ency  actio n  from  w h ich  the  
ap p lican t m ay  p etitio n  for jud icial  
rev iew . Before req uesting  an ord er from  
a co u rt for a stay  o f  actio n  pend ing  
rev iew , an ap p lican t m ust f irst sub m it a 
p etitio n  for a stay  o f  action  un d er 
§  1 0 .3 5  o f  th is ch ap ter.

§  3 1 4 .5 4 0  P o s tm a rk s  t in g  s a fe ty  r e p o r t in g .

D rug p ro d u cts ap p roved  u n d er this 
p ro gram  are sub ject to  the 
postm ark eting  record k eep ing  and  safety  
rep orting  ap p licab le to  all ap p roved  
drug p ro d u cts, as p ro vid ed  in § §  3 1 4 .8 0  
arid 31 4 .8 1 .

§  3 1 4 .5 5 0  P ro m o tio n a l m a te  r ia ls .

Fo r drug  p ro d u cts b eing co n sid ered  
for ap p ro val u n d er this sub p art, un less  
oth erw ise inform ed  b y the agency , 
ap p lican ts m ust sub m it to  th e agency  for 
co n sid eratio n  during the p reap p ro val  
rev iew  p eriod  co p ies o f  all  p rom otio nal  
m aterials , includ ing  p ro m otio n al  
lab eling as w ell  as ad vertisem ents, 
in ten d ed  for d issem in atio n  or 
p u b licatio n  w ithin  120  d ays follow ing  
m ark eting  ap p ro val. A fter 1 20  d ays 
follow ing m ark eting  ap p roval, un less  
oth erw ise inform ed  b y the agency , the 
ap p lican t m u st sub m it p rom otio nal  
m aterials at least 30  d ays p rior to  the 
inten d ed  tim e o f  initial d issem inatio n  o f  
th e lab eling or initial p ub licatio n  o f  the 
ad vertisem en t.

S 3 1 4 .5 5 0  T e rm in a tio n  o f  re q u ire m e n ts .

If  FD A  d eterm in es after ap p roval that 
the req u irem en ts estab lished  in 
§  3 1 4 ,5 2 0 , §  3 1 4 .5 3 0 , or §  3 1 4 .5 5 0  are n o  
lo nger n ecessary  for the safe and  
eff ectiv e u se o f  a drug p ro d u ct, it w ill  
so  n otify  th e ap p lican t. O rd inarily , for 
drug p ro d u cts ap p ro ved  u n d er 
§  3 1 4 .5 1 0 , these req uirem ents w ill no  
lo nger ap p ly  w hen  FD A  d eterm in es that 
th e req uired  p ostm ark eting  stu d y  
verifies and  d escrib es the drug p ro d u ct’s 
cl in ical  b en efit and  th e drug p ro d u ct

w o u ld  b e ap p rop riate for ap p ro val  
u n d er trad itio n al p ro ced u res. Fo r drug  
p ro d u cts ap p rov ed  u n d er §  3 1 4 .5 2 0 , the 
restrictio n s w ou ld  n o  lo nger ap p ly  
w h en  FD A  d eterm in es th at safe u se o f  
the drug p ro d u ct can  b e assu red  through  
ap p rop riate lab eling. FD A  also  retain s 
th e d iscretion  to  rem o ve sp ecif ic 
p ostap p ro val req uirem ents u p on  review  
o f  a p etitio n  sub m itted  b y th e sp onso r 
in  acco rd an ce w ith  §  1 0 .3 0 .

PART 601— LICENSING

3. T h e au th o rity  citatio n  for 21 C FR  
p art 60 1  co n tin u es to read  as follow s:

Authority: Secs. 201, 501, 502,503, 505, 
510, 513-516,518-520, 701, 704, 706, 801 o f 
the Federal Food, Drug, and Cosmetic Act (21 
U.S.C  321, 351, 352, 353, 355, 360, 360c- 
360f, 360h—360j, 371, 374, 376, 381); secs. 
215, 301, 351, 352 o f the Public Health 
Service Act (42 U.S.C. 216, 241, 262, 263); 
secs. 2-12 o f the Fair Packaging and Labeling 
A ct (15 U.S.C. 1451-1461).

4 . S ub part E co n sisting  o f  § §  6 0 1 .4 0  
through 6 0 1 .4 6  is ad d ed  to  read  as 
fo llow s:

S u b p a r t E — A c c e le ra te d  A p p ro v a l o f  

B io lo g ic a l P ro d u c ts  fo r  S e r io u s  o r  U fa *  

T h re a te n in g  I lln e s s e s

Sec.
601.40 Scope.
601.41 Approval based on a surrogate 

endpoint or on an effect on a clinical 
endpoint other than survival or 
irreversible morbidity.

601.42 Approval w ith restrictions to assure 
safe use.

601.43 Withdrawal procedures.
601.44 Postmarketing safety reporting.
601.45 Promotional materials.
601.46 Termination o f requirements.

S u b p a r t E — A c c e le ra te d  A p p ro v a l o f  

B io lo g ic a l P ro d u c ts  fo r  S e r io u s  o r  U fa *  

T h re a te n in g  I lln e s s e s

§ 6 0 1 .4 0  S c o p e .

T h is sub p art ap p lies to  certain  
b io logical p ro d u cts that h ave b een  
stud ied  for th eir safety and  effectiveness 
in  treating  serio u s or life-threatening  
illnesses and  that p ro vid e m eaningful 
therap eu tic b enefit to  p atien ts o,rer 
existin g  treatm ents (e.g ., ab ility to  treat 
p atien ts u n resp o n sive to , o r in to lerant 
of , availab le therap y , or im p ro ved  
p atien t resp o n se over availab le therap y).

§ 6 0 1 .4 1  A p p ro v a l b a s e d  o n  a  s u r ro g a te  

e n d p o in t o r  o n  a n  e f fe c t  o n  a  c lin ic a l 

e n d p o in t o th e r  th a n  a u rv iv a l o r  ir r e v e r s ib le  

m o r b id ity .

FD A  m ay  grant m arketing  ap p roval  
for a b io logical p ro d u ct on  th e b asis o f  
ad eq uate and  w ell-con tro lled  clin ical  
trials estab lishing th at the b io logical  
p ro d u ct h as an  effect on  a surrogate 
end p oint that is reasonab ly  lik ely, b ased  
on ep id em iolo gic, th erap eu tic,
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p ath o p h ysio lo gic, o r o th er ev id en ce, to  
p red ict cl in ical  b en ef it o r o n  th e b asis  
of  an  ef fect on  a cl in ical  en d p o in t o th er 
than  surv ival o r irreversib le m orb id ity . 
A p p ro val u n d er th is  sectio n  w ill b e  
sub ject to  th e req u irem en t th at th e  
ap p lican t stu d y  fire b io logical p ro d u ct 
further, to  verify  an d  d escrib e its  
clin ical  b en efit, w h ere there is  
u n certain ty  as  to  th e  relation  o f  the 
surrog ate en d p oin t to  cl in ical  b en ef it, o r 
o f  the ob serv ed  clin ical  b enefit to  
u ltim ate o u tco m e. Postm ark eting  
stud ies w ou ld  u su ally  b e stu d ies  
alread y  u nd erw ay . W h en  req uired  to  b e 
co n d u cted , su ch  stu d ies m u st also  b e 
ad eq uate an d  w ell-co n tro lled . T h e  
ap p lican t sh all can y  o u t an y  su ch  
stu d ies w ith  d u e d iligence.

$ 6 0 1 .4 2  A p p ro v a l w tth  r e s t r ic t io n s  to  

a s s u rs  safs u s e .

(a) If  FD A  co n clu d es th at a b io logical  
p ro d u ct show n to  b e ef fectiv e can  b e 

safely  u sed  o nly  if  d istrib utio n or u se is 

restricted , FD A  w ill req uire su ch  

postm ark eting  restrictio n s as are need ed  

to  assu re safe u se o f  the b io logical  

p ro d u ct, su ch  as:
(1) D istrib ution restricted  to  certain  

facilities o r p h y sician s w ith  sp ecial  
training  o r exp erien ce; or

(2) D istrib ution co n d itio n ed  on  the 

p erf orm ance o f  sp ecif ied  m ed ical  

p ro ced u res.
(b) T h e lim itation s im p osed  w ill b e

co m m en su rate w ith  th e sp ecif ic safety  

co n cern s p resented  b y  the b io logical  
p ro d u ct. .

$601.43 Withdrawal p ro c e d u re s .

(a) Fo r b io logical p ro d u cts ap p rov ed  

u n d er § §  6 0 1 .4 0  an d  6 0 1 .4 2 ,  FD A  m ay  

w ith d raw  ap p rov al, follow ing a hearing  

as p ro vid ed  in  p art 15  o f  th is ch ap ter, 

as m o d ified  b y th is sectio n , if:
(1) A  p ostm ark eting  clin ical  stu d y  

fails to  verify  clin ical  b enef it;
(2) T h e ap p lican t fails to  perf orm  th e  

req uired  p ostm ark etin g  stu d y  w ith  d ue 

d iligen ce;
(3) U se after m ark eting  d em o nstrates 

that p ostm ark etin g  restrictio n s are 

inad eq uate to  en su re safe u se o f  the 

b iological p ro d u ct;
(4 )  T h e ap p lican t fails to  ad h ere to  th e  

p ostm ark eting  restrictio n s agreed u p on ;
(5) T h e p ro m o tio n al m aterials are  

false o r m islead in g ; o r
(6) O ther ev id en ce d em o nstrates that 

the b io logical p ro d u ct is  not sh o w n  to  

b e safe o r ef fective u n d er its co n d itio n s  

o f  use.
(b) N o t ic e  o f  o p p o r t u n it y  f o r  a  

h e a r in g . T h e D irecto r o f  th e C en ter for

Biologies Evalu atio n  an d  R esearch  w ill  
give th e ap p lican t n o tice  o f  an  

o p p ortun ity  fo r a h earing  on  the  

C en ter’s p ro p o sal to  w ith d raw  the  

ap p ro val o f  an  ap p licatio n  ap p rov ed  

u n d er $  6 0 1 .4 0  o r $ 6 0 1 .4 1 . T h e n o tice , 
w h ich  w ill o rd in arily  b e a letter, w ill  

state gen erally  the reason s for th e actio n  

an d  th e p ro p osed  g round s for th e ord er.

(c) S u b m iss io n  o f  d a t a  a n d  
in fo r m at io n . ( 1) If  th e ap p lican t fails to  

f ile a w ritten  req uest for a hearing  

w ithin  15 d ays o f  receip t o f  th e n o tice, 

the ap p lican t w aiv es the o p p o rtun ity  for 

a hearing.
(2 ) If  the ap p lican t f iles a tim ely  

req uest for a hearing , the agency  w ill  

p ub lish a n o tice o f  h earing  in th e  

Fed eral  R egister in  acco rd an ce w ith  

§ §  12 .32 (e ) an d  1 5 .2 0  o f  th is ch ap ter.
(3) A n ap p lican t w h o  req uests a 

hearing  u n d er th is sectio n  m u st, w ithin  

30  d ays o f  receip t o f  th e n o tice o f  

o p p ortun ity  for a hearing , su b m it the  

d ata an d  inform ation  up on w h ich  the  

ap p lican t inten d s to  rely  at th e hearing .

(d) S e p ar at io n  o f  fu n c t io n s .

S ep aration  o f  fu n ction s (as sp ecif ied  in  

§  1 0 .5 5  o f  th is ch ap ter) w ill not ap p ly  at 

any  p oint in w ith d raw al p roceed in gs 

u n d er this sectio n .
(e) P r o c e d u r e s  f o r  h e ar in g s . H earings 

h eld  u n d er th is sectio n  w ill b e 

co n d u cted  in acco rd an ce w ith  the  

p ro vision s o f  p art 15 o f  this ch ap ter, 

w ith  th e fo llow ing m od if ication s:
(1) A n  ad viso ry  co m m ittee d uly  

con stitu ted  u n d er p art 14  of  th is ch ap ter 

w ill  b e p resent at the hearing . T h e  

co m m ittee w ill b e ask ed  to  rev iew  the 

issues involv ed  an d  to  p ro vid e ad v ice  

and  recom m en d atio n s to  the 

C om m issioner o f  Fo o d  and  D rugs.
(2) T h e p resid ing  o fficer, the ad visory  

co m m ittee m em b ers, up  to  three  

rep resentativ es o f  th e ap p lican t, an d  up  

to  three rep resentativ es o f  th e C enter 

m ay q uestio n any  p erson d uring  or at 

the co n clu sio n  o f  the p erso n ’s 

p resentatio n . N o o th er p erson  attend ing  

the hearing  m ay  q uestion a p erson  

m ak ing a p resentatio n . T h e p resid ing  

officer m ay , as a m atter o f  d iscretio n , 

p erm it q uestions to  b e sub m itted  to  the 

p resid ing  officer for resp o n se b y a 

p erso n m aking a p resentatio n .
(f) Ju d ic ia l r ev iew . T h e  

C o m m ission er’s d ecisio n  co n stitu tes  

f inal agency  actio n  from  w h ich  the 

ap p lican t m ay  p etitio n  for ju d icial  
review . Before req uesting  an o rd er from  

a co u rt for a stay  o f  actio n  p end ing  

rev iew , an ap p lican t m u st f irst sub m it a

p etitio n  for a stay  o f  action  under 

§  1 0 .3 5  o f  th is ch ap ter.

$601.44 Postmarketing safety reporting.

Bio lo gical p ro d u cts approved under 
th is p rogram  are su b ject to  the 

p ostm ark eting  record k eep ing  and safety 

rep o rtin g  ap p licab le to  all  approved  

b io log ical p ro d u cts.

$801 .46  Promotional materials.

Fo r b io logical p ro d u cts b eing 

co n sid ered  for ap p ro v al und er this 

sub p art, u n less o th erw ise inform ed by 

th e ag en cy , ap p lican ts m ust subm it to 

th e agency  for co n sid eratio n  during the 

p reap p rov al rev iew  p eriod  cop ies of all 

p ro m otio n al m aterials , including  

p ro m otio n al lab eling  as w ell as 

ad vertisem en ts, inten d ed  for 

d issem in atio n  o r p ub licatio n  w ithin 120 

d ays follow ing m ark eting  approval. 
A fter 1 2 0  d ays fo llow in g marketing 

ap p rov al, u n less o th erw ise informed by 

th e ag ency , the ap p lican t m ust submit 
p ro m otio n al m aterials at least 30 days 

p rio r to  the inten d ed  tim e of  initial 
d issem in atio n  o f  th e lab eling or initial 

p u b licatio n  o f  th e advertisem ent.

$601.46 Termination o f requirements.

If  FD A  d eterm in es after approval that 

the req u irem en ts estab lished  in 
§  6 0 1 .4 2 ,  $ 6 0 1 .4 3 ,  o r §  6 0 1 .4 5  are no 

longer n ecessary  for the safe and  

eff ectiv e u se o f  a b io logical product, it 
w ill so  notify  th e ap p lican t. O rdinarily, 
for b io logical p ro d u cts app roved  under 
§  6 0 1 .4 1 , these req uirem ents w ill no 

longer ap p ly  w hen  FD A  determ ines that 

the req uired  p ostm ark eting  study  

verif ies an d  d escrib es the biological 

p ro d u ct’s cl in ical  b enefit and the 

b io logical p ro d u ct w ou ld  be appropriate 

for ap p ro v al u n d er trad itional  

p ro ced u res. Fo r b io logical products 

ap p ro ved  u n d er § 6 0 1 .4 2 ,  the 

restrictio n s w ou ld  n o  longer apply 

w hen FD A  d eterm in es that safe use of 
th e b io logical p ro d u ct can  be assured 

through ap p rop riate labeling. FD A  also 

retain s the d iscretion  to  rem ove specific 

p ostap p ro val req uirem ents upon review 

o f  a p etitio n  sub m itted  by the sponsor 

in acco rd an ce  w ith  §  10 .30 .

Dated: December 7,1992.
D avid A . K essler,

C o m m issio n er  o f  F o o d  an d  Drugs.
Louis W . Sullivan,

S ec re tary  o f  H ealth  an d  H u m an  Serv ices. 
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